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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

JAN ·I 3 i:1J03 .c;_· 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

Mr. F Terry McNamara 
Bayer Corporation 
.-\nimal Health, Agriculture Division 
P. 0. Box 390 
Shawnee i\l!ission, KS 6620 I 

Subject: CRP Testing for New Advantage Products 
Advamage Plus 9 11556·REA 
Ad\·antage Plus I 0 
Advantage Plus 20 

ll556·REl 
11556-REL 

Advantage Plus 18 11556-REO 
Advantage Plus 55 11556-RET 
Advangage Plus 100 11556-RGN 
Your Submission date, November 13, 2002 

Dear 1\lfr. McNamara: 

The Agency has received and reviewed your Child Resistant Packaging (CRP) study 
protocol for all six of the above listed products. After careful review, there are a number of 
questions/clarifications concerning the testing protocols. A copy of the results are attached . 
Please review the results and resubmit in accordance with the directions given by Dr. Gross. 
If I can be of assistance in anyway, call me at 703 305-5409. 

Attachment 

Sincerely, 

)-I 
Dani Daniel 
Insecticide/Rodenticide Branch 
Registration Division 7505C 

lntemot Addross (UAL) • http:/Jv.ww.opa.gov 
Rocyclod/Recyclablo • Ptlnle<l w~h Vegol'lblo 011 Basad Ink$ on Recycled Paper (Minimum 25% Poslconsumer) 2 
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CHILO-RESISTANT PACKAGING REVIEW 
Technical Review Branch 

IN 12/03/02 OUT 12/11/02 

~~ 
Reviewed by Rosalind l. Gross _,_,12,_/1,_,1-"/0,_,2 __ _ 

EPA Reg. No. or File Symboi11556-REA,11556-REI, 11556-REL. 11556-RET. 
11556-RGN, 11556-REO 

DP Barcode _..,D-"28'"7"'0"'0"'-0,_,, o~2,8,_7,_oo,1,_.,_.D,.,2,87"'0"'0""3,_,, D,.2.,8"-7,004=·-"D"'2"'87,_,0"0"'5'-, D"'2"'8!.!7-"'00,6,__ 

EPA Petition or EUP No. ----

Date Division Received 11/18/02 

Type Product(s) Insecticide 

Data Accession No(s). ___ _ 

Product Mgr./Chemical Review Mgr/Contact Person PM 04 ( Helen Daniel) 
Division ,_,R..,Dc_ __ 

Product Name(s) Advantage Plus 9 for Cats, Advantage Plus 10 for Dogs, 8dvantage 
Plus 20 for Dogs, Advantage Plus 55 for Dogs, Advantage Plus 100 for Dogs, 
Advantage Plus 18 for Cats 

Company Name(s) Baver Carp· 

Submission Purpose Review protocol testing scheme for child-resistant 
effectiveness test and senior adult use effectiveness test 
along with other requirements to fulfill CRP requirements for 
this product 

Active lngredient(s), PC code, & % lmidacloprid 9.1% 

Summary 

The child resistant effectiveness and senior adult use effectiveness test 
protoccls submitted for these 6 products resulted in a number of questions/clarifications 
regarding the product such as what was the actual child-resistant package (CRP), what 
was the definition of a child failure, etc. The result was a telephone conference call on 
12/5/02 with the registrant and the CRP testing organization (see attached 
questions/clarifications) and a 12/9/02 follow-up telephone call between Rosalind L. 
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Gross, EPA and Dr. Harish Chopade, Bayer. The conclusion of the aforementioned 
conversations and the review of the child resistant effectiveness and senior adult use 
effectiveness test protocols submitted for these 6 products is that either the blister or 
the tube itself must be child-resistant. All three size tubes and both package 
sizes for each tube size must be tested. The exception is the 1 ml or less tube size 
requires CRP only if at least 9 tubes are in a retail package. Howevei;ii'nl888 the 
packaging for the one ml or less tube sizes Is in a different packagelnotjust a 
different colorl, but a different design/style than the CRP sizes it will also have to 
be tested. A bracketing scheme with prior Agency approval is suggested. 

A new submission with a testing scheme for the three tube sizes and the two 
package sizes should be approved prior to testing. Samples of the package to be 
used for CRP testing must be provided. For the CRP requirements for this product to 
be met the data for the child resistant effectiveness and senior adult use effectiveness 
tests must be submitted both electronically in accoidanoe·IMth PR 97-9 and a 
hardcopy, also a CRP certification needs to be submitted. 

Some of the problems with the submission are: 

1. The chart of the number of tubes representing a failure for child test submitted 
by the registrant is incorrect. This must be corrected. 

2. Testing one tube size (4.0ml) in one package size (6 tubes) is insufficient. 

3. 

Potentially 6 packages need to be subjected to CRP testing. A bracketing 
scheme with prior Agency approval is suggested. 

The tube itself or the blister must be the child-resistant package rather than a 
combination of the two being the child-resistant. 

4. Note labeling indicating this is a single use tube must be provided to the Agency. 

5. If the blister is the package tested for CRP: The children are given the number 
of blister cards that represent a toxic or harmful amount of product at the 
beginning of the test (e.g. 1 ml tube size or less 2 blister cards for access to at 
least 9 tubes). A blister/package failure is access/potential to the tube, the 
tube does not have to be physically removed from the blister or opened .. !f the 
tube is the package tested for CRP: The children are given the number of tubes 
that represent a toxic or harmful amount of product at the beginning of the test 
(e.g. 1 ml tube size or less access to at least 9 tubes with a maximum of 12 
tubes). A tube/package failure is access/potential to the contents of the 
tube in whole or in part, which means even a pinhole size opening in the tube 
is a failure since the product is a liquid. A child failure needs to be correctly 
defined in each test report based on the tube size and the number of tubes 
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given to the child to represent a toxic or harmful amount in that test (e.g.! ml 
tube size or less access to at least 9 tubes). The package demonstration of 
how to open a package by the tester (child test protocol item 25) and the 
definition of a package failum (child test protocol item 30) need to be 
adjuated dependent on whether the blister or the tube is the CRP. 

3 

6. If the blister is the package tested for CRP: The senior test needs to be 
modified to reflect the need only to remove the tube from the blister. A package 
failum needs to be defined. If the tube is the package tested for CRP: The 
senior test needs to be modified to reflect the need only to remove the product 
from the tube. A package failure needs to be defined. 

Analysis of Data and Discussion 

ProducUPackage Information 

The registrant indicated the product is to be marketed in 3 tube sizes which are: 
one tube size for the 0.4, 0.8, and 1 ml, a second tube size for the 2.5 ml, and a third 
tube size for the 4.0ml. The product is to be marketed for all three tube sizes in a 4 
tube package and a 6 tube package. Testing one tube size (4.0ml) in one package 
size (6 tubes) is insufficient. Potentially 6 packages need to be subjected to CRP 
testing. A bracketing scheme with prior Agency approval is suggested. 

Based on toxicity the tube size for 1 ml or less requires CRP only if at least 9 
tubes are in a retail package. However, unless the packaging for the one ml or less 
tube sizes is in a diffemnt package (not just a different color), but a different 
design/style than the CRP sizes it will also have to be tested: This requirement is 
based on the fact that using the same package for all three tube sizes constitutes 
voluntary use of CRP, which per 40 CFR 157.30 is required to meet the'same - · 
standards as mandatory CRP. 

The package tor each of the tube sizes and package sizes consists of a single 
use tube in a blister package. For the dog products the blister package is then placed 
in an outer cardboard carton, for the cat products the blister package is placed on a 
cardboard card. The tube itself or the blister must be the child-msistant package 
rather than a combination of tha two being tha child......,istant The rationale for 
this statement is that the tube is the immediate package and the blister is once 
removed from the immediate package. Both the blister and the outer cardboard carton 
(in the case of dog products) are considered to be secondary packaging. 40 CFR 
157.27 Unit packaging allows for either the unit package (the tube in this instance) or 
the outer package (the blister in this instance) to be CRP. Note labeling indicating 
this is a single use tube must be provided to the Agency. 

5 
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Toxicity Data 

The registrant indicated an oral LD50 of 1283 mg/kg in male rats and tOOOmg/kg 
in female rats. Based on a worst case scenario the registrant decided to use the 
female rat oral LD50 of 1000mg/kg. The toxic or harmful amount of product for a 25 lb 
(11.4kg) child using the oral LD50 1glkg and product specific gravity of 1.092glml is 
11.4g = 10.44ml. Based on the toxic or harmful amount of 11.4g or 10.44ml of product 
the number of tubes used for a failure based on tube size is as follows: 

tube size #of tubes a failure for child 
(ml) test 

0.4 27 (therefore access to 9 
tubes is a failure) 

0.8 14 (therefore access to 9 
tubes is a failure) 

1.0 11 (therefore access to 9 
tubes is a failure) 

2.5 5 

4.0 3 

4 

The chart of the number of tubes representing a failure for child test submitted by 
the registrant is incorrect. ft must be corrected. 

Child Test 

If the blister is the package tested for CRP: The children are given the number 
of blister cards that represent a toxic or harmful amount of product at the beginning of 
the test (e.g. I ml tube size or less 2 blister cards for access to at least 9 tubes). A 
blister/package failure is access/potential to the tube, the tube does not have to be 
physically removed from the blister or opened. If the tube is the package tested for 
CRP: The children are given the number of tubes that represent a toxic or harmful 
amount of product at the beginning of the test (e.g. 1 ml tube size or less access to at 
least 9 tubes with a maximum of 12 tubes). A tube/package failure is 
access/potential to the contents of the tube in whole or in part, which means even 
a pinhole size opening in the tube is a failure since the product is a liquid. A child 
failure needs to be correctly defined in each test report based on the tube size and 
the number of tubes given to the child to represent a toxic or hannful amount in that test 
(e.g.1 ml tube size or less access to at least 9 tubes). The package demonstration of 
how to open a package by the tester (child test protocol item 25) and the definrtion of a 
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package failure (child test protocol item 30) need to be adjusted dependent on whether 
the blister or the tube is the CRP. 

Senior Adult Use Effectiveness Test 

If the blister is the package tested for CRP: The senior test needs to be 
modified to reflect the need only to remove the tube from the blister. A package failure 
needs to be defined. If the tube is the package tested tor CRP: The senior test 
needs to be modified to reflect the need only to remove the product from the tube. A 
package failure needs to be defined. 

Fmal Report and Addendum 

When these studies are submitted both an electronic (per PR Notice 97-9) and 
hard copies must be submitted. The hard copy Final Report or an Addendum to 
it in addition to the requirements in 16 CFR 1700.20 should include: 

A sample of tile child-resistant blister card with the tube or the package to be 
tested. 

Indicate how many tubes/blister cards the child got at the start of the test 

Report the number of tubes/btisters each child accessed not just whether or 
not it was a child failure. 

Define a package failure. 

Define a child failure . 

Describe the Senior Adult Protocol used. 

Define a Senior Adult test failure. 

Include a copy of the instructions used in Senior Adult Use Effectiveness test. 

Note any change in the color, composition, size .. etc. for the tube/blister from 
what was originally tested may necessitate retesting. 

A CRP certification in accordance with 40 CFR Part 157 must be submitted. 
Note if any changes occur in the color, composition, size, etc. for the tube/blister 
from what was originally tested a new CRP certification is required and retesting 
may be required. 

7 
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Conclusion 

In conclusion, a new submission with a testing scheme for the three tube 
sizes and the two package sizes should be approved prior to testing. Samples of 
the package to be used for CRP testing must be provided. For the CRP requirements 
for this product to be met the data for the child resistant effectiveness and senior adult 
use effectiveness tests must be submitted both electronically in accordance with PR 
97-9 and a hardcopy, also a CRP certification needs to be submitted. 

6 

All test samples from the child test panel and senior adult test panel should be 
retained at a minimum until after EPA has accepted the test data and CRP certification. 
If a question arises as to whether or not a failure exists EPA may ask for the test 
sample to be examined and a failure to do so could be problematic . 

8 
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CRP Testing for Advantage Plus 
EPA Reg. No. 11556-REA, 11556-REI, 11556-REL, 11556-RET. 
11556-RGN, 11556-REO 

7 

There are a number of questions/clarifications that should accompany the CRP testing 
protocols before testing is undertaken_ The child test panel and senior adult test panel 
are following the general procedures in 16 CFR 1700_20. However there are some 
details not in 16 CFR 1700.20 that need to be addressed in terms of what packages are 
tested and what type of information is seen in the written final study report. These 
questions/clarifications are as follows: 

1. Product is to be marketed in tubes with 0.4, 0.8, 1_0, 2.5, and 4.0 ml of product. Will 
the actual physical size for each of these 5 tubes be different? If not, please indicate 
which product sizes (e.g. 0.4, 0.8, 1.0 ml) will be in the same physical size tube. This 
should be in the written final study report or in a cover letter accompanying it. -Note .• 
each physical size tube will need to be tested and the data reviewed. 

2. The product is to be marketed in a nonchild-resistant tube in a child-resistant blister 
card. Have I understood this correctly? 

3. Each child-resistant blister card would contain 6 tubes. Are there any other blister 
card sizes (e.g. a 4 tube child-resistant blister card) planned for the present or the 
future? Each blister card size would have to be tested. This means 5 different physical 
size tubes in two different blister card sizes each would require 10 tests. Should some 
type of bracketing scheme be considered? Note testing the 4 ml size alone will not 
suffice. Were you planning to test other sizes? 

4_ Since the tube is nonchild-resistant, the labeling would have to support single use 
because once the tube is out of the blister it is no longer CRP. 

5. According to the toxicity data presented the 0.4, 0.8, 1_0 ml sizes would define a 
child failure as access to 9 units of the blister card per 16 CFR 1700.20. If only 6 tubes 
of product are in child-resistant blister card, then that size is not subject to CRP (a toxic 
or harmful amount is not available). However, if all 5 sizes of product (0.4, 0.8, 1_0, 2_5, 
and 4_0 ml) use the same package then, the 0.4, 0.8, 1.0 ml sizes must be in CRP and 
each child would have to receive 12 tubes/2 blister cards at the beginning of the test so 
that a child has potential access to a toxic or harmful amount at the beginning of the 
test. 

6_ Why is a child being given a second blister card for the 4 ml product size test? 

7. According to the toxicity data presented the 0.4, 0.8, 1.0 ml sizes would define a 
child failure as access to 9 units of the blister card per 16 CFR 1700.20. The definition 

.-·· 
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of a child failure as access to 9 units of the blister card for these product sizes should 
be in the written final study report. The definition of a child failure as access to 4 or 2 
units of the blister card for the 2.5 and 4ml product sizes should be in the written final 
study report. 

8 

8. Since the'lilbe is nonchild-resistant and the blister card is the child-resistant feature 
an opening or blister failure would be opening the blister such that the tube is available. 
The child would not have to do anything to the tube for it to be a failure. Why have you 
stated it as involving the tube in item 30 page 7? There should be agreement between 
EPA and Bayer as to what "opening the blister such that the tube is available" means 
before testing. Digital photos as a jpg file of the definition of a blister failure pretesting 
would be good. 

9. Records should be kept of the number of tubes accessed per child in each 5 minute 
• period and for the tull10 minutes. Will this be done? 

• 

10. What does a sample of the child-resistant blister card with the tube look like? 
Please send a physical sample. 

11. Will the test data be formatted in accordance with PR97-9, since it will have to be 
submitted for review electronically as well as written format? 

12. All test samples from 1he child test panel and senior adult test panel should be 
retained at a minimum until after EPA has accepted the test data and CRP certification. 
If a queslion arises as to whether or not a blister failure exists EPA may ask for the test 
sample to be examined and a failure to do so could be problematic. 

13. For the senior adulttest panel will the participant be given a blister, asked to open 
it, remove one tube, and squirt a small amount into something? If so the opening of the 
blister and removal of the tube should be specified in the written final study report. A 
copy of the instruclions given to the seniors should be in the written final study report or 
in a cover letter accompanying it. The company would have to include these 
instructions in the package labeling approved for marketing. 

10 
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UNITED STATES ENVIRONMENTAL PROTECJION AGENCY ''·"- ,,,,, -" -. ''"''· -, ;._-,,"'""' c:. 
WASHINGTON, D.C.· 2~:~i;.,, c;,.;,cc_._..,.;;-.. -·•• 

OFFICE OF 
PREVENTION, PESTICIDES ANO 

TOXIC SUBSTANCES 

JAN I 2 2001 

Mr. F. Terry McNamara 
Bayer Corporation 
Animal Health, Agriculture Division 
P.O. Box390 
Shawnee Mission, KS 66201 

Subject• Applications for New Advantage Products 
Reg. No. 11556-REA, REO, REI, REL, RET, RGN 
Your submission date, April?, 2000 

Dear Mr. McNamara• 

The labeling referred to above, submitted in connection with the above registrations under 
the Federal Insecticide, Fungicide, and Rodenticide Act have been reevaluated based on the 
additional infonnatiOn given, however, there are a number of things that the Agency insist upon 
and Bayer must comply but registration will be issued. 

Enclosed are the conclusions issued by the Product Chemistry Branch. Please read the 
review and make changes as specified. Upon making the changes, please resubmit your labels and 
CSFs. If there are question, call me at 703 305-5409 . 

Enclosure: 

Sincerely, 

rZ'Daniel 
Insecticide-Rodenticide Branch 
Registration Division 7505C 

lntomet Address {UAL) • http:lfwww:.&pa.gov 
R.c:ycflldl1'lcocycr .. blo •Prlnfed wijh Ve-go!abl!l 0~ Buod Inks on Rocyelod Papor (Minimum 3o%Pcrsreonsumer) 

11 

/ 



• 

• 

DATE: 22/NOV/2000 

SUBJECT: PRODUCT CHEMISTRY REVIEW OF MP II EP's(X( 

FROM: 

DP BARCODE No.: D270181 
REG./File Symbol No.: 11556-REA 
PRODUCT NAME: Advantaee Plus 9 for Cats 

AND 
DP BARCODE No.: D270183 
REG./FileSymbol No.: 11556-REI ~y\L.!:i. 
PRODUCT NAME: Advanta~e Plus 10 for Do&s 

AND 
DP BARCODE No.: D270184 
REG./File Symbol No.: 11556-REL 
PRODUCT NAME: Advantage Plus 20 for Do&s 

AND 
DP BARCODE No.: D270182 
REG./File Symbol No.: 11556-REO 
PRODUCT NAME: Advantage Plus 18 for Cats 

AND 
DP BARCODE No.: D270186 
REG./File Symbol No.: 11556-RET 
PRODUCT NAME: Advantage Plus 55 for Dogs 

AND 
DP BARCODE No.: D270188 
REG./File Symbol No.: 11556-RGN 
PRODUCT NAME: Advantage Plus 100 for Does 

COMPANY: Bayer Corporation 

Linda L. Kutney, Chemist ~ L \..I.~ 
Product Chemistry Team ·-- · l 
Technical Review Branch (TRB)/RD (7505C) 1<-t--z.-oo 

TO: Tina Levine/Dani Daniel, PM #4 
Insecticide Branch/RD(7505C)· 

INTRODUCTION 

The Bayer Corporation previously applied for registration of six new Advantage Plus insecticides 

intended to kill fleas on different sizes of 
cats and dogs. The new products differs from the previous ones in that they include an insect 
growth regulator, pyriproxyfen, to help control flea eggs, and contains an additional inert. TRB 

12 

*Product ingredient source information may be entitled to confidential treatment*



• 

• 

(L. Kutney) reviewed these data on June 2, 2000. All six products contain identical CSFs (dated 
4~7~00) and separate proposed labels (dated 4~7~00). This review summarizes the Agency 
conclusions included in the June 2. 2000, review, Bayer's October 27, 2000, rebuttal to the 
Agency's conclusions and the Agency's response to Bayer's rebuttal. 

Agency Conclusion of June 2. 2000 

Because the nominal concentrations of a.i. 'son the CSF are not identica1 to the label 
concentrations, the Registrant should resubmit the CSF and label and ensure that the 
concentrations of the a.i. 's are correct and identical. 

Bayer's Rebuttal of October 27. 2000 

"The nominal concentrations ofa.i.'s on the CSFs and the draft product labels are identical. 
For example, the upper and lower certified limits for imidacloprid are 9.6% and 8.6%, 
respectively, and the nominal concentration for imadacloprid is 9.1% on both the CSF and the 
draft labeling. Please note. the upper, lower and nominal concentrations for imidacloprid are 
identical to those on the CSFs and labels for the 7 registered Advantage products (EPA Reg. 
Nos. 11556-116 through 11556-122). For ease of reference, a CSF for Advantage 10, EPA Reg. 
No. 11556~117, is enclosed. The Confidential Appendix of the review·states "The CSFfor the 
subject product comains a nominal concentration of imidacloprid of 8.9% and of pyriproxyfen 
of0.-15% not9.10%and 0.-16%, respectively as stated on the proposed label." As &.9% is not 
on the CSF, we sunnise that this vaJue may have been calculated to correct for percent puriw of 
the technical material. Thus, the nominal concentrations of the a.i.'s on the CSF are identical to 
the label concentrations, and the CSF and draft labeling for the Advantage Plus products are 
correct." 

Ae;ency Response or November 2 I 

Subpart D~Product Chemist!)' Data Requirements, May 24,2000, draft, defines the nominal 
concentration required by 158. I 55 as the "amount of active ingredient that is most likely to be 
present in the product when produced," in other words, the %active ingredient in the product 
(See also OPPTS 830.155, p.l ). In addition, the nominal concentrations on the CSF and the 
draft label must be identical. 

The Agency reiterates that "The CSF for the subject product coma/us a uomiual concentration of 
imidacloprid of 8.9% and ofpyriproxyfeu ofO . .J5% not 9.10% and O . .J6%, respectively as stated 
on the proposed label." Bayer is correct in assuming that the nominal concentration of 
imidacloprid is corrected to account for the fact that technical imidacloprid a.i. 

pure, and technical pyriproxyfen a.i. pure. 
The nominal conce~tration of each a.i. from the CSF is calculated, as follows: 

·2· 
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nominal concentration of the a_ i. = 

The amount of each a.i. (kgL column 13a x (%purity of a.i. technical) 
Total weight of components in column 13a 

Bayer may either make sure that the label stated concentration is adjusted to be identical to the 
nominal concentrations of the a.i.'s or adjust the amount of each a.i. component so that the 
nominal concentration of each a.i. is identical to the proposed label concentration. 

Agency Conclusion of June 2, 2000 

The name and address of the suppliers ofinerts should be included on a revised CSF . 

Bayer's Rebuttal of October 27. 2000 

"Bayer acknowledges that the supplier(s) for "specialty" or proprietary materials must be listed on 
the CSF, but for those chemicals which are considered "commodity" chemicals, Bayer has not 
routinely listed the suppliers. As examples, the CSF's for the Advantage formulation (EPA Reg. 
Nos. 11556-116 through 11556-122) do not list the suppliers. The enclosed CSF for Advantage 
10, EPA Reg. No. I1556~ 117, is a specific example. The Agency has permitted this in the past 
and acknowledges this practice which allows a change in source of these commodity chemicals 
without notification as permitted under PR Notice 98~10, Section Ul, B, I. 

As all of the inert ingredients in the proposed formulation for the A Plus products are commodity 
chemicals and are the same commodity chemicals which are in the Advantage formulation (Reg 
Nos 11556~ I16 through 11556-I22) for which the Agency did not require the suppliers to be 
listed, Bayer would prefer not to list the suppliers of these chemicals for the Advantage Plus 
formulation." 

Agency Response of November 21 

The Agency routinely requests the names and addresses of suppliers ofinerts on CSF's in order to 
be able to contact the supplier about the contents of their inerts, when necessary. The 
[nstructions to EPA Form 8570-4, for Confidential Statement of Formula. Supplier Name and 
Address, number II, specify that the Registrant should, "Provide the name ·and address of the 
supplier of each component in the (CSF) formulation. If one or more components will be 
obtained from more than one source, specifY the names and addresses of the alternate sources 
also." There is no exception for "commodity chemicals." 

A revised CSF including the name and address of the suppliers ofinerts is still required. 

-3-
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Ao:ency Conclusion of June 2, 2000 

The enforcement analytical method (40CFR 158.180) will be satisfactory, providing the 
Registrant submits a new copy run labeled "Confidential Business Infonnation." This is a 3-97 
FlFRA requirement (Section 10 ( d)(l ))needed for enforcement purposes, etc. 

Bayer's Rebuttal of October 27. 2000 

"One copy of the method without any "confidential" markings is included with this letter. Please 
note that this method is to be used for all six: product applications. 

Ae,ency Response of November 21 

An analytical method labeled "CBI 11 is not permitted as an enforcement method. The Agency 
acknowledges the receipt of the enforcement analytical method without this label and considers 
that the requirement for analytical method (40CFR 158.180) is now satisfied. 

Item 4 

Agency Conclusion of June 2. 2000 

Group B Product chemistry requirements listed in Series 830 Guidelines under 40CFR 158.190 
explodability (830-6315), Storage Stability of the Product (830-6317), miscibility (830-6319) and 
dielectric breakdown voltage (830-6321) have not been fulfilled and should be submitted. 

Bayer's Rebuttal of October 27. 2000 

Explodability "The OPPTS Test GDL 830.6316 for Explodability states 'The explodability test is 
necessary for use in precautionary labeling of pesticides when the product is potentially explosive.' 
Previous Agency guidance ('Road map for Guidance to Product Chemistry Guidelines' report from 
Anne Lindsay ... ) on this data requirement stated the requirement is for dusts and dusts from 
granular or powdered products. The Advantage Plus fonnulation is a liquid fonnulation. 
Moreover, it is not potentially explosive. The currently registered Advantage fonnulation is not 
potentially explosive and the Advantage Plus formulation would be even less explosive ... " 

Aeency Response of Novembe"r 21 

Explodability 

The Agency is aware that Advantage Plus is a liquid formulation. Section 158.190 of the 40 
Code of Federal Regulations states that explodability testing is required if the product is 

-4-
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potentially explosive. However. the requirement for data concerning explodability definitely 
applies to liquid end use products as well as dusts and dusts from granular or powdered products. 
In fact. some liquids have a very high explosive potential, e.g., nitroglycerine. 

Registrants are obliged to characterize the explodability of new end use products, in the absence 
of data or documentation to the contrary, the Agency may consider that any new product may be 
potentiaJiy explosive. Bayer has now certified that the currently registered Advantage 
formulation is not potentially explosive and the Advantage Plus formulation would be even less 
explosive."due to substitution of substitution of organic some organic solvent with water. · 

The requirement for explodability testing, OPPTS Test GDL 830.6316, is now satisfied. 

Bayer's Rebuttal of October 27. 2000 

Storage Stability As stated in 830.1000 Background for Product Properties Test Guidelines for 
the (viiii) OPPTS 830.6317 Storage Stability discussion on p 17: 

• "The requirement for data (storage stability) on the EP applies on when: The product use 
pattern is one for which perfonnance (efficacy) data are required (40CFR 158.640); the 
results of the storage stability study indicate that the concentration of any active ingredient 
is not within the certified limits or degradates of toxicological significance are detected in 
the study; or product instability is suspected or incidents of instability are reported." 

Advantage Plus does not meet any of these conditions, as it is an EP, it is ..not registered for the 
use patterns for which efficacy data are required under 40 CFR 158.640, and the product/a. i.'s 
are known to be stable. Thus, storage stability data for the Advantage Plus fonnulation should 
not be required for submission. 

A2ency Response of November 21 

Product Properties Test Guidelines OPPTS 830.6317 (b) for Storage Stability states that. "The 
objective of storage stability testing is to detennine how long the product will retain the percent 
a.i. in its packaging material corresponding to its useful shelf life. The storage stability study 
provides data on change (or lack of change) in product composition over time, If certain 
ingredients decompose, other new chemicals are fonned whose toxicity and other characteristics 
must be considered." Bayer should read 830.6317 for details concerning the requirements for 
storage stability testing. Storage stability testing is required end~use fonnulations, including the 
Advantage Plus fonnulation. 

Bayer's Rebuttal of October 27. 2000 

Miscibility GDL 830.6319 for Miscibility states: 

• "This test is intended to determine whether a pesticide solution is suitable for application 
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after dilution with oil or other nonpolar solvents where applicable, instead of water. Data 
on miscibility also provide necessary information to support acceptable labeling for tank 
mix and spray applications (if the tank mix of the pesticide product is oil based or diluted 
with oil)." 

Aeency Response of November 21 

GDL OPPTS 830.6319 for miscibility states, "Data on the physical and chemical characteristics of 
pesticide products are used to confirm or provide supportive information on their identity. Such 
data are used in reviewing the production or fonnulation process to produce the pesticide or 
product." However, the Agency is willing to concede that, as stated in 40 CFR 158.190 "the 
miscibility test is required if the liquid is an emulsifiable liquid and is to be diluted with petroleum 
solvents." Provided there is no alteration of use pattern for Advantage Plus which would involve 
dilution with petroleum or non-polar solvents, there will be no requirement imposed for miscibility 
testing . 

Bayer's Rebuttal of October 27. 2000 

Dielectric Breakdown Voltage 

.""Advantage Plus is to applied directly to dogs and cats in small volumes ... use is not around 
electric equipment ... 

Aeency Response of November 21 

GDL 830.6321 states that dielectric breakdown voltage is required when the pesticide product is 
used on or in the vicinity of electrical equipment and electrical conduits. Dielectric breakdown 
voltage will not be required for this product, provided there is no alteration of use pattern which 
would increase exposure of the pesticide handlers to electrical equipment or electrical conduits . 

The requirement for data concerning dielectric breakdown voltage is now satisfied. 

-6-
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SUBJECT PRODUCT CHEMISTRY REVIEW OF MP [ ] EP [X] 
DP BARCODE No. :D265763 REG./File Symbol No.: 11556-REA 
PRODUCT NAME: Advantage Plus 9 for Cats 

COMPANY: Bayer Corporation 

1 Reviewer: Linda L. Kutney 

2. Company: Bayer Corporation 

3. Type of Submission: Registration [X] Reregistration [] New [X] Resubmission [] 
Amendment [ ] "ME· TOO" [l)] Alternate Formulation [ ] Experimental Use Permit [ 
']Other (Specify) 

4. If "Me-TOO" Registration, this product is [] is not [X] similar or substantially similar to 
EPA's Reg. No.: 
11556-116 

If not, comment in Confidential Appendix on the significant differences between the registered 
and the new source. 

CONFIDENTIAL STATEMENT OF FORMULA 

5. Type of formulation and the sources of active ingredients: 

6. 

• Non-integrated formulation system. .................... [X] 
• Are all technical grade active ingredients used registered? • yes [X] • no [].If no, 
specifY 
• Integrated formulation system ......................... [ J 

Clearance of intentionally added ingredients in the formulation for the intended use 
(indicate in the Confidential Appendix those that are not cleared; the PC Codes should be 
provided by the chemist on the CSF for those that are cleared): 

6(a) Formulation intended for food use under 40CFR§!80.JOOJ: 
• yes [ J • no [X] • Some are cleared, others are not [ J 

Cleared under list: • c[ ] • d[ ] • e [] 
Are there any limitations for use as an inert under 40CFR§ 180.1001? 

• yes [] • no [X], If yes, specify 

6{b) Formulation intended for non-food use: 
• yes [X] e no [ ] • Some are cleared, others are not [ J 

6(c) Clearance by the FDA of certain formulations under 21 CFR§ 170 to !99,e.g.,(a) indirect 
food additives, such as food contact surface sanitizers; adhesives, coatings, paper and 
paperboard products that may contact food in packaging or holding; & (b) substances 
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generally recognized as safe, GRAS 
• yes [ ] • no [X] • Some are cleared, others not [ ] 

If yes, the entire fonnulation is cleared under 21CFR§ 

7. The density, pH, and flammability values given on the CSF are identical with those of 
GRN 830.7300(density), 830.7000(pH), and 830.6315(Fiammability), respectively: e 
yes[X] Ono[] 

8. The nominal concentrations (NC) of the active ingredients and the upper and lower 
certified limits (UCL & LCL) are as follows: 

Active ingredient(s) REG-NO %by weight 
NC UCL LCL 

Imidacloprid 

Pyriproxyfen 

9. The calculated NCs, based on the pure active ingredients (PAl), are identical to those on 
the label: 

eyes[] Ono[X] 
Not acceptable for irnidacloprid and Pyriproxyfen~as required in PR Notice 91-2 

10. The certified limits are within the standard limits as per 40CFR§ 158.175 or are adequately 

II. 

12. 

explained if different • yes [ ] e no [X] 
PRODUCT LABEL 

The chemical names ofthe active ingredients on the label are identical to those on the 
CSF: o yes [X] • no [ ] 

The appropriate physical and chemicaJ hazards statement regarding flammability or 
explosive characteristics ofthe product are given on the label: 
• yes [ ] • no [ ] • not applicable [X] 

13. The storage and disposal instructions for the pesticide and container are in compliance 
with PR Notice 84-I for household use products or PR Notice 83-3 for all other uses: 

eyes[X] Ono[] 

-8-
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PRODUCT CHEMISTRY OAT A (SERIES 830 Subgrou A & Subgroup Bl 

14. ChemicallDs!Manufacturel Data Required MRIDNo. 
Allalyticallnformation Fulfilled 

New Guideline:830.--

1550. Chemical ldentity(CSF) N 450969-02 

1600. Beginning Materials y 450969-02 
1620. Fonnulation Process 

1670. Discussion oflmourities y 450969-02 

1700. Preliminary Analysis y 450969-02 

1750 . Certified Limits(CSF) N 450969-02 

• 1800. Enforcement of Analytical Method y • 450969-01 

15. PhysicaVChemical Data Value or MRIDNo. 
Properties Required Qualitat 

New Guideline No. 830.--- Fulfilled Descrip. 

6303. Physical State y Liquid 450969-03 

7300. Densitv!Bulk Densitv y 1.0921bs/Ral 450969-03 

7000. pH NA 6.02 450969-03 

6314. Oxid!Red Action y No ox. Or red. 450969-03 

• Action 

6315. Flammability-Flash Point y above 100.2,C 450969-03 

6315. Flame Extension NA --

63!6. Explodability y -- I 0-27-00 
Bayer 
rebuttal 

6317. Storage Stability. N -- --
7100. Viscositv y 5.13 eSt 450969-03 
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6319. Miscibility y -- 10-27-00 
Bayer 
rebuttal 

6320. Corrosion Characteristics y Non~corrosive 450969-03 
as packaged, 
tested for 
about 30 days 

6321. Dielectric Breakdown Voltage y --- tll-27-00 
Bayer 
rebuttal 

. 
Explanations: Y- The Reqmrements Were Fulfilled; N- The Requirements Were Not Fulfilled; 
NA =Not Applicable; G =Data Gap; U =Requires Upgrading; I = Incomplete or In Progress; W = 

Waived . 
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DATE: 22/NOV/2000 

SUBJECT: PRODUCT CHEMISTRY REVIEW OF MP II EP's fXJ 

FROM: 

DP BARCODE No.: D270181 
REG.!File Symbol No.: 11556·REA 
PRODUCT NAME: Advanta~e Plus 9 for Cats 

AND 
DP BARCODE No.: D270183 
REG.!File Symbol No.: 11556-REI 
PRODUCT NAME: Advanta11e Plus 10 for Do11s 

AND 
DP BARCODE No.: D270184 
REG.!File Symbol No.: 11556-REL 
PRODUCT NAME: Advanta11e Plus 20 for Do~s 

AND 
DP BARCODE No.: D270182 
REG.!File Symbol No.: 11556-REO 
PRODUCT NAME: Advanta&e Plus 18 for Cats 

AND 
DP BARCODE No.: 0270186 
REG./File Symbol No.: 11556-RET 
PRODUCT NAME: Advantage Plus 55 for Dogs 

AND 
DP BARCODE No.: D270188 
REG.!File Symbol No.:I1556-RGN 
PRODUCT NAME: Advantage Plus 100 for Do11s 

COMPANY: Bayer Corporation 

Linda L. Kutney, Chemist 
Product Chemistry T earn 
Technical Review Branch (TRB)/RD (7505C) 

TO: Tina Levine/Dani Daniel, PM #4 
Insecticide Branch!RD(7505C) 

INTRODUCTION 

The Bayer Corporation previously applied for registration of six new Advantage Plus insecticides 

intended to kill fleas on different sizes of 
cats and dogs. The new products differs from the previous ones in that they include an insect 
grov..th regulator, pyriproxyfen, to help control flea eggs, and contains an additional inert. TRB 
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(L. Kutney) reviewed these data on June 2, 2000. All six products contain identical CSFs (dated 
4· 7·00) and separate proposed labels (dated 4-7-00). This review summarizes the Agency 
conclusions included in the June 2, 2000, review, Bayer's October 27, 2000, rebuttal to the 
Agency's conclusions and the Agency's response to Bayer's rebuttal. 

Agency Conclusion of June 2. 2000 

Because the nominal concentrations of a.i. 'son the CSF are not identical to the label 
concentrations, the Registrant should resubmit the CSF and label and ensure that the 
concentrations of the a.i. 's are correct and identical. 

Bayer's Rebuttal of October 27. 2000 

"The nominal concentrations of a. i.'s on the CSFs and the draft product labels are identical. 
For example, the upper and lower certified limits for imidacloprid are 9.6% and 8.6%, 
respectively, and the nominal concentration for imadacloprid is 9.1% on both the CSF and the 
draft labeling. Please note. the upper, lower and nominal concentrations for imidacloprid are 
identical to those on the CSFs and labels for the 7 registered Advantage products (EPA Reg. 
Nos. 11556-116 through 11556-122). For ease of reference, a CSF for Advantage 10, EPA Reg. 
No. 11556-117, is enclosed. The Confidential Appendix of the review states ''The CSF for the 
subject product coma ins a nominal conce,llratiou of imidacloprid of 8. 9% and of pyriproxyfen 
of0 . ../5% no/9.10% and 0 . ./6%, respectively as stated 011 the proposed label." As 8.90/o is not 
on the CSF, we sunnise that this value may have been calculated to correct for percent purity of 
the technical material. Thus, the nominal concentrations of the a. I.'s on the CSF are identical to 
the label concentrations, and the CSF and draft labeling for the Advantage Plus products are 
correct." 

Agency Response of November 21 

Subpart D-Product Chemistry Data Requiiements, May 24, 2000, draft, defines the nominal 
concentration required by 158.155 as the "amount of active ingredient that is most likely to be 
present in the product when produced," in other words, the %active ingredient in the product 
(See also OPPTS 830.155, p.1 ). In addition, the nominal concentrations on the CSF and the 
draft label must be identical. 

The Agency reiterates that "The CSF for the subject product coutaius a nominal concentration of 
imidac/oprid of 8. 9% a11d of pyriproxyfen of 0 . .J5% not 9.10% and 0 . .J6%, respectively as stated 
on the proposed label." Bayer is correct in assuming that the nominal concentration of 
imidacloprid is corrected to account for the fact that technical imidacloprid a.i. 

pure, and technical pyriproxyfen a.i. pure. 
The nominal concentration of each a.i. from the CSF is calculated, as follows: 
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nominal concentration of the a.i. = 

The amount of each a.i. (kg) .. column 13a x (%purity of a.i. technical} 
Total weight of components in column IJa 

Bayer may either make sure that the label stated concentration is adjusted to be identical to the 
nominal concentrations of the a.i.'s or adjust the amount of each a.i. component so that the 
nominal concentration of each a.i. is identical to the proposed label concentration. 

Agency Conclusion of June 2. 2000 

The name and address of the suppliers ofinerts should be included on a revised CSF . 

Bayer's Rebuttal of October 27, 2000 

"Bayer acknowledges that the supplier(s} for "specialty" or proprietary materials must be listed on 
the CSF, but for those chemicals which are considered "commodity" chemicals, Bayer has not 
routinely listed the suppliers. As examples. the CSF's for the Advantage formulation (EPA Reg. 
Nos. 11556-116 through 11556-122) do not Jist the suppliers. The enclosed CSF for Advantage 
IO, EPA Reg. No. 11556-117, is a specific example. The Agency has permitted this in the past 
and acknowledges this practice which allows a change in source of these commodity chemicals 
without notification as permitted under PR Notice 98-IO, Section III, B, I. 

As all of the inert ingredients in the proposed formulation for the A Plus products are conunodity 
chemicals and are the same commodity chemicals which are in the Advantage formulation (Reg 
Nos 11556-116 through 11556-122) for which the Agency did not require the suppliers to be 
listed, Bayer would prefer not to list the suppliers ofthese chemicals for the Advantage Plus 
formulation." 

Agency Response of November 21 

The Agency routinely requests the names and addresses of suppliers ofinerts on CSF's in order to 
be able to contact the supplier about the contents of their inerts, when necessary. The 
Instructions to EPA Form 8570-4, for Confidential Statement of formula, Supplier Name and 
Address, number II, specifY that the Registrant should, "Provide the name and address of the 
supplier of each component in the (CSF) formulation. If one or more components will be 
obtained from more than one source, specifY the names and addresses of the alternate sources 
also." There is no exception for "commodity chemicals." 

A revised CSF including the name and address of the suppliers ofinerts is still required. 
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Ae.ency Conclusion of June 2, 2000 

The entbrcement analytical method (40CFR 158.180) will be satisfactory, providing the 
Registrant submits a new copy not labeled "Confidential Business Infonnation." This is a 3·97 
FIFRA requirement (Section 10 {d){1 ))needed for enforcement purposes, etc. 

Bayer's Rebuttal of October 27. 2000 

"One copy of the method without any "confidential" markings is included with this letter. Please 
note that this method is to be used for all six product applications. 

Ae,ency Response of November 21 

An analytical method labeled "CBI" is not permitted as an enforcement method. The Agency 
acknowledges the receipt of the enforcement analytical method without this label and considers 
that the requirement for analytical method (40CFR 158.180) is now satisfied. 

Item 4 

Agency Conclusion of June 2. 2000 

Group B Product chemistry requirements listed in Series 830 Guidelines under 40CFR 158.190 
explodability (830-63 15), Storage Stability of the Product (830-6317), miscibility (830-63 19) and 
dielectric breakdown voltage (830-6321) have not been fulfilled and should be submitted. 

Bayer's Rebuttal of October 27. 2000 

Explodabilitv 1'The OPPTS Test GDL 830.6316 for Explodability states 'The explodabi!ity test is 
necessary for use in precautionary labeling of pesticides when the product is potentially explosive.' 
Previous Agency guidance ('Roadmap for Guidance to Product Chemistry Guidelines' report from 
Anne 'Lindsay ... ) on this data requirement stated the requirement is for dusts and dusts from 
granular or powdered products. The Advantage Plus formulation is a liquid fonnulation. 
Moreover, it is not potentially explosive. The currently registered Advantage fonnulation is not 
potentially explosive and the Advantage Plus fonnulation would be even less explosive ... " 

Agency Response of November 21 

Explodability 

The Agency is aware that Advantage Plus is a liquid fonnulation. Section 158.190 of the 40 
Code of Federal Regulations states that explodability testing is required if the product is 
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potentially explosive. However, the requirement for data concerning explodability definitely 
applies to liquid end use products as well as dusts and dusts from granular or powdered products. 
In fact, some liquids have a very high explosive potential, e.g., nitroglycerine. 

Registrants are obliged to characterize the explodability of new end use products, in the absence 
of data or documentation to the contrary, the Agency may consider that any new product may be 
potentially explosive. Bayer has now certified that the currently registered Advantage 
formulation is not potentially explosive and the Advantage Plus fonnulation would be even less 
explosive ... due to substitution of substitution of organic some organic solvent with water. 

The requirement for explodability testing. OPPTS Test GDL 830.6316, is now satisfied. 

Bayer's Rebuttal of October 27, 2000 

Storage Stability As stated in 830.1000 Background for Product Properties Test Guidelines for 
the (vi iii) OPPTS 830.6317 Storage Stability discussion on p 17: 

• "The requirement for data (storage stability) on the EP applies on when: The product use 
pattern is one for which performance (efficacy) data are required (40CFR 158.640); the 
results of the storage stability study indicate that the concentration of any active ingredient 
is not within the certified limits or degradates oftoxico1ogical significance are detected in 
the study; or product instability is suspected or incidents of instability are reported." 

Advantage Plus does not meet any of these conditions, as it is an EP, it is not registered for the 
use pat!ems for which efficacy data are required under 40 CFR 158.640, and the product/a. i.'s 
are known to be stable. Thus, storage stability data for the Advantage Plus formulation should 
not be required for submission. 

A&ency Response of November 21 

Product Properties Test Guidelines OPPTS 830.6317 (b) for Storage Stability states that, "The 
objective of storage stability testing is to determine how long the product will retain the percent 
a.i. in its packaging material corresponding to its useful shelf life. The storage stability study 
provides data on change (or Jack of change) in product composition over time, If certain 
ingredients decompose, other new chemicals are formed whose toxicity and other characteristics 
must be considered. R Bayer should read 830.6317 for details concerning the requirements for 
storage stability testing. Storage stability testing is required end~use formulations, including the 
Advantage Plus formulation. 

Bayer's Rebuttal of October 27, 2000 

Miscibility GDL 830.6319 for Miscibility states: 

• "This test is intended to determine whether a pesticide solution is suitable for application 
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after dilution with oil or other nonpolar solvents where applicable, instead of water. Data 
on miscibility also provide necessary information to support acceptable labeling for tank 
mix and spray applications (if the tank mix of the pesticide product is oil based or diluted 
with oil)." 

A~ency Response of November 21 

GDL OPPTS 830.6319 for miscibility states, "Data on the physical and chemical characteristics of 
pesticide products are used to confirm or provide supportive information on their identity. Such 
data are used in reviewing the production or formulation process to produce the pesticide or 
product." However, the Agency is willing to concede that, as stated in 40 CFR 158.190 "the 
miscibility test is required if the liquid is an emulsifiable liquid and is to be diluted with petroleum 
solvents." Provided there is no alteration of use pattern for Advantage Plus which would involve 
dilution with petroleum or non-polar solvents, there will be no requirement imposed for miscibility 
testing . 

Bayer's Rebuttal of October 27. 2000 

Die1ectric Breakdown Voltage 

.. Advantage Plus is to applied directly to dogs and cats in small volumes ... use is not around 
electric equipment ... 

Ae;ency Response of November 21 

GDL 830.6321 states that dielectric breakdown voltage is required when the pesticide product is 
used on or in the vicinity of electrical equipment and electrical conduits. Dielectric breakdown 
voltage will not be required for this product, provided there is no alteration of use pattern which 
would increase exposure of the pesticide handlers to electrical equipment or electrical conduits . 

The requirement for data concerning dielectric breakdown voltage is now satisfied. 
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SUBJECT PRODUCT CHEMISTRY REVIEW OF MP [ J EP (X] 

2. 

DP BARCODE No.:D265763 REG./File Symbol No.: 11556-REA 
PRODUCT NAME: Advantage Plus 9 for Cats 

COMPANY: Bayer Corporation 

Reviewer: Linda L. Kutney 

Company: Bayer Corporation 

3. Type of Submission: Registration [X] Reregistration [] New [X] Resubmission [] 
Amendment [] "ME-TOO" [X] Alternate Formulation [ ] Experimental Use Permit ( 
] Other (SpecifY) 

4. If "Me~ TOOn Registration, this product is [ ] is not [X] similar or substantially similar to 
EPA's Reg. No.: 
11556-116 

If not. comment in Confidential Appendix on the significant differences between the registered 
and the new source. 

CONFIDENTIAL STATEMENT OF FORMULA 

5. Type of formulation and the sources of active ingredients: 

6. 

• Non-integrated formulation system.... . ....... [X] 
e Are all technical grade active ingredients used registered? • yes [X] e no [],If no, 
specifY 
• Integrated fonnulation system...... . ......... [] 

Clearance of intentionally added ingredients in the formulation for the intended use 
.(indicate in the Confidential Appendix those that are not cleared; the PC Codes should be 
provided by the chemist on the CSF for those that are cleared): 

6(a) Formulation intended for food use under 40CFR§ 180.!00 I: 
• yes [ ] • no [X] • Some are cleared, others are not [ ] 

Cleared under list: • c[ ] • d[ ] • e [ ] 
Are there any limitations for use as an inert under 40CFR§ 180.100 I? 

• yes [] • no [X], If yes, specifY 

6(b) Formulation intended for non-food use: 
• yes [X] • no [ ] e Some are cleared, others are not [ ] 

6(c) Clearance by the FDA of certain formulations under 21CFR§ 170 to 199,e.g.,(a) indirect 
food additives, such as food contact surface sanitizers; adhesives, coatings, paper and 
paperboard products that may contact food in packaging or holding; & (b) substances 
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generally recognized as safe, GRAS 
e yes [ ] • no (X] • Some are cleared, others not [ ] 

If yes, the entire formulation is cleared under 21CFR§ 

7. The density, pH, and flammability values given on the CSF are identical with those of 
GRN 830. 7300(density), 830. 7000(pH), and 830.63 15(Fiammability), respectively: • 
yes (X] • no [ ] 

8. The nominal concentrations (NC) of the active ingredients and the upper and lower 
certified limits (UCL & LCL) are as follows: 

Active ingredient(s) REG-NO %by weight 
NC UCL LCL 

Jmidacloprid 

Pyriproxyfen • 
9. The calculated NCs, based on the pure active ingredients (PAl), are identical to those on 

the label 
eyes[] eno[X] 

Not acceptable for imidacloprid and Pyriproxyfen·as required in PR Notice 91·2 

10. The certified limits are within the standard limits as per 40CFR§ 158.175 or are adequately 

II. 

12. 

explained if different: • yes [ ] • no (X] 
PRODUCT LABEL 

The chemical names of the active ingredients on the label are identical to those on the 
CSF: • yes [X] e no [ ] 

The appropriate physical and chemical hazards statement regarding flammability or 
explosive characteristics of the product are given on the label: 
• yes [ ] • no.[] • not applicable [X] 

13. The storage and disposal instructions for the pesticide and container are in compliance 
with PR Notice 84-1 for household use products or PR Notice 83·3 for all other uses: 

• yes [X] • no [ ] 
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PRODUCT CHEMISTRY DATA (SERIES 830 S b ubgrou A&Sb ubgrouo B) 

14. Chemical IDs/Manufacture/ Data Required MRIDNo. 
Analytical Information Fulfilled 

New Guideline:830.--

1550. Chemicalldentitv(CSF) N 450969-02 

1600. Beginning Materials y 450969-02 
1620. Formulation Process 

1670. Discussion oflmpurities y 450969-02 

1700. Preliminary Analysis y 450969-02 

1750. Certified Limits(CSFl N 450969-02 

• 1800. Enforcement of Analytical Method y 450969-01 

15. PhysicaVChemical Data Value or MRIDNo. 
Properties Required Qualitat. 

New Guideline No. 830.--- Fulfilled Descrio. 

6303. Physical State y Liquid 450969-03 

7300. Density/Bulk Density y 1.092 lbs/gal 450969-03 

7000. oH NA 6.02 450969-03 

6314. Oxid/Red Action y No ox. Or red. 450969-03 

• Action 

6315. Flammability-Flash Point y above I00.2°C 450969-03 

6315. Flame Extension NA --

6316. Explodability y -- 10-27-00 

. Bayer 
rebuttal 

6317. Stora.ge Stability. N -- --

7100. Viscosity y 5.13cSt 450969-03 
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6319. Miscibility y -· 10-27-00 
Bayer 
rebuttal 

6320. Corrosion Characteristics y Non-corrosive 450969-03 
as packaged, 
tested for 
about 30 days 

6321. Dielectric Breakdown Voltage y --- ID-27-00 
Bayer 
rebuttal 

. 
Explanations: Y- The ReqUirements Were Fulfilled; N -The ReqUirements Were Not Fulfilled; 
NA =Not Applicable; G = Data Gap; U =Requires Upgrading; I = Incomplete or In Progress; W = 

Waived . 
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Agriculture Division 

Aoimal Heallh 
· .... . ,. 

~·ia Federal &prels :~· 'h•. •; .. ' .; .• : . . ...... , .. 
'' BaYer C'or"poration . 

October 27, 2000 

Ms. Dani Daniel 
Registration Division (H7505C) 
U.S. Environmental Protection Agency 
Ariel Rios Building 
1200 Pennsylvania A venue, NW 
Washington, DC 20460 

P.O. Box 390 -- ·.~ : 
Shawnee MISSo(l(l, KS 66201.Q39C 
Phone· 913 268·2000 

Bayer Corporation receiYed product chemistry reviews (dated June 16, 2000) from the 
Agency on June 22, 2000 for the six products referenced above. The reviews stated that 
product labels and confidential statements of formula (CSFs) contain a number of 
deficiencies that need to be addressed. In addition, you requested that we should make -
no label changes until the entire package (domestic animal safety and acute toxicity) has 
been reviewed. The following is Bayer's response to the Agency's product chemistry 
reviews. Please note that the same deficiencies were identified by the reviewer for all six 
products as the formulation and nominal label concentrations are the same for all six 
products . 

The deficiencies and Bayer's responses are detailed below. 

.. ,_,·. 

l ... e.., .( 
. : -~· .•. . :· ••. ·. r·:. 

Agency conclusion: "Because the nominal concentr(ltions of a.i. 'son the CSF are not . 
· ··identical io thi'lalietc"OhC-eirtriiiions;'the · Re'giStrarif"Sh'oU7il re~u!)"m'it "th{C'SP·Oht17abet~. · · ~.-·:. · · · .• : ·· ... 

. ,• . '. ·~ . . . . . . . ~ . . . .. 
and ensure Jhat.fhe coni:enfrat1ons of the a: i. s tire cm·rect and identical. " 

Bayer response: The nominal concentrations of a.i. 'son the CSFs and the draft product 
product labels are identical. For example, the upper and lower certified limits for 
imidacloprid are 9.6% and 8.6%, respectively, and the nominal concentration for 
imidacloprid is 9.1% on both the CSF and the draft labeling. Please note, the upper. 
lower and nominal concentrations for imidacloprid are identical to those on the CSF's 
and labels for the 7 currently registered Advantage products (EPA Reg. Nos. 11556M 116 

. . . . . . ... ' . . . .. . . : ~.:., . . •. . ...... ; · .. :. •· : ... ··. .. . ': .. ··. ' . '. . .............. __ :.· ... ·.···· .... ,. · ........... ·.:.•. ~-:.;, .. .. ,;· ... · ... ··.; . -, .... ): .. ;--........ · ... .-::'.;.:, .. . 
,:-····:.·• 0 0 00 o~;' ~'~·:;. '•,•!·'· 00'

0

••:; .. ;• ,.<:, .. :,M>,l.•,:,•'',• ~"."• ...... · ~- .... ;.': · .. :: .'··:--· .,. ....... ,.. . . . ... 
•• o,•, 0 -.: 

0 0
00 M<' ·-: "', ••• '•', 0 <,0 <t .~• ·~·,•. ·: 0 · .. · ... .. .. •.::.'' ·. • .. > "''•' •· :~· •, 'r· . ·,.: 
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Ms. Daru Daniel 
Registration Division (H7505C) • •cc. · · .. · · 
U.S. Environmental Protection Agency 

-·.:. ,_ ... ··- ... 
" 

through 11556-122). For ease of reference, a CSF for Advantage 10, EPA Rei· '· 
No. 11556-117, is enclosed. The Confidential Appendix of the review states "17te CSF 
for the subject product contains a nominal concentration ofimidacloprld of8.9% and of 
pyriproxyfen ofO. 45%, not 9.10% and 0. 46%, respectively as stated .. l!n:lh'e·Pf:bjJ_osed- ::· ' 
label. " As 8.9% is not on the CSF, we surniise that this value may ·have biitl'"Cillculated 
to correct the CSF values for the percent purity of the active ingredients. However, the 
active ingredient values listed on the CSF have already been corrected for percent purity 
of the technical material. Thus, the nominal concentrations of the a.i.'s on the CSF are 
identical to the label concentrations, and the CSF and draft labeling for the Advantage 
Plus products are correct. 

!1-e, .. z.. Agency conclusion: "The name and address of the suppliers ofinerts should be included 
on a revised CSF " 

Bayer response: Bayer acknowledges that the supplier(s) for ''specialty" or "proprietary" 
materials must be listed on the CSF, but for those chemicals which are considered 

• 
;'commodity'' chemicals, Bayer has not routinely l}sted the suppliers. As examples, the. 

· · CSF's'forthe Advantagefonnufation (EPA Reg. Nbs. ll$5q-IJ6 through !1556-If2) do . 

; --.: ... : ·.:.: _:_.;~:!A'c~~ix,~~~e;~~~j~;Iq~~~~~-i~~AtJ:fJM;~~~fl ~c~!r~j!;;:~~s1 7:i$~ ·· .. ; . 

• 

·practice which allows a change in a source of these commodity chemicals without 
notification as pennitted under PR Notice 98-10. Section Ill, B, I. 

As all of the inert ingredients in the proposed formulation for the Advantage Plus 
products (EPA File Symbols 11556-REO, -REA, -REI, -REL, -RET, and -RGN) are 
conunodity chemicals and are the same conunodity chemicals which are in the 
Advantage formulation (EPA Reg. Nos. 11556-116 through 11556-122) for which the 
Agency did not require the suppliers to be listed, Bayer would prefer not to list the 
suppliers of these chemicals for the Advantage Plus formulation. 

Agency conclusion: "The enforcementana1ytical method(40CFR 158.180) will be 
satisfactory, providing the Regisrrant submits a new copy not labeled 'Confidential 
Business Information.' This is a 3-97 FIFRA requirement (Section /0 (d)( I)) needed for 
enforcement purposeS, etc._" 

/ 
I 

. . -'• 

B~xei- respon~e:·· One cpp): at th'e mefu~d -~tl}Ouf~)~. ·.·c~iif!dentl~·~ ·m~kf~ss is.. ~-· 
.·.' iflGllided"With this letier.···PleaSe·note·tJ-iat this· method is to be used· for all SiX: product 

applications. 

-.:· . .} ........ ·:· . . ' .... 
•". 

Agency conclusion·. "Group B product chemistry requirements listed in Series 830 
G11idelines under 40CFR !58.190 exp/odability (830-6315}, storage stability of the 
product (830-6317), miscibility (830-6319) and dielectric breakdown voltage (830-6321) 
have not been fulfilled and should be submilted. " 

.. ' : . ·-·. . . . . . . .·: . .. .. . .. . ·. . . ·. ',· . . ,• . . ~ ... . ..... ·• :.. .. .. _. ·.:.: ·. ~ . .- ., ···; ... · .... .-.·.;. ·.,.,. .;-- .. -. · .. ·:· ... . · .. . ... .. 
. :··' .. :, . .' .,. -; : ·;·--·•.": '' :-. '".:·····~ .. 'J') .·. .,-• 1- .: ~ -· .. ~-" .. "'"· . - . ~.:·,,· .,: .",:- ··: ;,·. :, ~ .•o '·;!;.,.; ····.-.:· •. '.': .. - . .... '.lo;, •:" ' .. ·!;-·_-. ,. ,.·.,, 

.. '· , . ..... · .·-· ~-·-·-" ': ··::.": .... :· ... ·,. . . • .. -~ -~:·;;'". · .. ·_.-·: .. ,·_ ·.-·· ..... ___ ,_. :··· ..... ·:· -:·: ··. ·'·.· 
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Ms. Dani Daniel 
Registration Division (H7Sosq_ _ 

' ' ... - .. -..... ·"-· 
U.S. Environmental Protection AgenCy:-~'~' •-.. - --~···h-.,;---~ 

.;.;-.·. 

c£c~···",(i)Ctoi5et>l7,:10Qai'.O\C: !. . •. 

\.":E'." !.:n·,rin:mmc;::'::=!l hof:3r,o·jtort • ..:.<.:f-~~:..)~:0-

Bayer response: These tests are not required under 40CFR 158.190 or PR Notice 92-5. 
Each item is discussed in detail below. 

/ i -- ~ :::;: .• c·· ... _:~fl~.0-7--- :::.::::'-!·-u -::;". ~ ~-·:, ~ .,...._ 

Explodability. The OPPTS Test Guiddine 830.6316 for Explodability-states, '"' · · .. •.. ·'. o· "' , 

"The explodability test is necessary for use in precautionarY labeling of pesticides 
when !he product is potentially explosive.'~ Previous Agency guidance 
("Roadmap for Guidance to Product Chemistry Guidelines" report from Anne E. 
Lindsay, Director of the Registration Division, to Margaret Stasikowski, Deputy 
Director of Special Reviev.' and Reregistration Division) on this data requirement 
stated the ~equirement is for dusts and dusts from granular or powdered products. 
The Advantage Plus formulation is a liquidfonnulation. Moreover, it is not 
potentially explosive. The currently registered Advantage formulation is not 
potentially explosive. and the Advantage Plus fonnulation would be even less 
explosive as the formulation is very Similar to the Advantage formulation in that 

' some of the organic solvent has been removed and substituted with water and 
0.46% pyriproxyfen which is not explosive. 

e · Storage Stability .. As stat~9 in the OPP:rs 83.0.1000 .B~ckgrollfl~ fOr Pradu.Ct .. 
. • _ . , .. ,_ , .. ,;i.oP.erlJJs.\es!:Gui.del~eM~r)he(yii\i.OP~ ~5.d,~lf~ Si?.@,lieSt.bili,ty:_.,_: / -~··-· ., .. , , 

··. ·. · ·; · ·. ·. · _. · · : ·. uiScuS~aon on.pagevt7: • · ,. · . ~·· · · · · · ~ · ·. · · · 
. . . . . ' . . . . . 

• 

... , .. · 
:·. 

' ....... · ' . · .. ·.•. 
".' . · .. 

. ·. ,.., 

"The requirement for data (storage stability) on the EP applies on when: 
The product use pattern is one for which performance (efficacy) data are 
required (40 CFR 158.640); the results of the storage stability study 
indicate that the concentration of any active ingredient is not \\ithin the 
certified limits or degradates of toxicological significance are detected in 
the study; or product instability is suspected or incidents of instability are 
reported." 

Advantage Plus does not meet any of these conditions, as it is an EP (end-use 
product), it is not registered for the use patterns for which efficacy data are 
required under 40 CFR 158.640, and the product/active ingredients are known to 
be stable. Thus, storage stability data for the Advantage Plus formulation should 
not be required for submission. 

·' •· · Ivliscibii)t}•. · Thb Lii>PTS)esiG~idellrie'830.5>r9 r,or Miscibilriy '~~tiis; • ·• : · · · · · • 
, ·. 

"This test is intended to determine whether a pesticide solution is suitable 
for application after dilution with oil or other nonpolar solvents, where 
applicable, instead of water. Data on miscibility also provide necessary 
information to support acceptable labeling for tank mix and spray 
applications (if the tank mix of the pesticide product is oil, based or 
diluted with oil)." 

•• J '.. ' • ' 

· .. ;· ... -~ . ..... ... ......·:·.· '.< ....... '. · .. :·· .. ... . ;.· ;.· 
·.. ~··· .... ' ,.. . .. : 

: :.~ - ... ,..:: ~. ·"<'. -1~.- ,..... ·.,. :·~··' "'··· . .. ·',:. _,_.,: .. ,_,,::., ~-."•".'•"; · ...... \.• ~·.,-.:. ·~.- ......... . 
I . '•. :' '•:.. • ·."···· .. : ,•. .··.: ·=·.: .· .· .. , . ··.;, , .. · .. · .., ..... · :· ....... , ... 
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Ms. Dani Daniel .:···~~~-. ·. 
. Page4 

Registration Division (ij75Q5C) ·~ .. ·,. 
· U.S.".Environm~ntal PrQ~ti~n Ag_~_r:cy ·:,, 

The Advantage Plus formulation is a ready-to-use liquid for direct application in 
small amounts (no greater than 4.0 ml) directly to dogs or cats. The Advantage 
Plus formulatiori is not to be diluted with any material and obviously is nOt 
intended for tank mix and spray appli<;;l!tions. ·Thl:IS. ~isdbility data are not · 
applicable and should not be required fOr the Adv8.ntage Plus fonnulation. 

Dielectric Breakdown Voltage. The OPPTS Test Guideline 830.6321 for 
Dielectric Breakdown Voltage states the following: 

''The objective of this test is to detennine the potential for hazard when the 
pesticide product is used on or in the vicinity of electrical equipment and 
electrical conduits. The dielectric breakdown voltage of an insulating 
liquid is of importance as a measure of the liquid's ability to withstand 
electric stress without failure. Data is required when the end~use product 
is a nonconductant liquid and is to be used around electrical equipment." 

The Advantage Plus formulation is to be applied directly to dogs and cats in small 
. . . .. . .:Vo]~J!l~s (~&~~ nev~r more. than 4~0 J!ll e~e_Ij \'li.th. the ,l.arg~st. ariit!(aJs). Clearly 

~ .. '. , · ~, ... :: ;~~ ~~ ,1~.!?P,.~ ~~~Q.~_.¢!e¢1;~9.;e.q!:!!Jlq-te~r •. ~g lP~1l~r.st; $~.~~ n~.UlRP}iP~~~~· ....... ~.~- .. ~ > · 
· .. · ·, ·anQ !ft)oUl.d .not be requtred .for the. Advantage "Flus. fotnu.llatton. ·. · .· 

With the enclosed enforcement method and rationale for not needing testing for 
explodabil.ity, storage stability. dielectric breakdov,n voltage and miscibility, all the 
Agency's requirements for product chemistry for the Advantage® Plus products (EPA 
File Symbols 11556-REO, -REA, -REI, -REL, -RET, ·RON) should be fulfilled. 

Please call me at (913) 268~2751 if you have any questions or need additional 
information. 

AI/;(; 
GrekG. Gagli3no 
Manag~r, Envi.roilil\ental. Re.se.arch . . . .... · ' ... . . .... .•· .. 

Enclosures 

.. · ~- ~ '• ..... ;· 

' . - . . . . ' . . ' .: . ·• . . · .... ~· 
' · ... ·.·:· ·.·· ~ .. '"· -~.... , . .... ·. -~~-· :·:~" ".- ....... ~- ··.·. '; ;•,·: '··· 

: ... ~~ •" .. ;: .;'".:.•·.· .......... . · .• ··: .... ; '•' ~·.···' ! .. •1 :·.:- .... ,...... ·' .... ·.,.., ..... -:~-·=. ·, :: ····.' ··. :~· .. ··, . ~ ., >. . . ' .... ' ... ' ,: ·. ~ .. -~ ........ . .. . ··. -.· . ·. ... . ' 
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BY HPLC SUPERSEDES: 11/19/99 
J PAGE 1 of 6 

1.0 SCOPE ·. '"">'. 

Applicable to samples of the tmidacloprid {10% w/v·. 9.1% w/w)/Pyriproxyfen {1% w/v, 0.9% 
w/w or 0.5% w/v, 0.46% w/w) Topical solution formulations. 

2.0 PRINCIPLE/SUMMARY 

3.0 

The imidactoprid/pyriproxyfen formulation is dissolved and diluted with an acetoniiritefphosphate 
buffer diluent to reduce the concentration to give responses in the linear range· of the detector. 
The solutions are analyzed by reversed-phase high performance liquid chromatography IHPLC) 
with UV absorbance detection at 230 nm. The concentrations of the anal'fes are determined, 
using peak area data, by external standard calculation and single-point calibration with a known 
standard . 

REFERENCES 
. -· ·, ..... . ··. ,. .-

·' 
~':.-"·-.' 
·-l : -~ ',. 

•.• ·-. ·~· ... ,._ '·1' •• ~- . 

. 3,l_.,;:-J~A ~-:·1 ~. 
3.2. P~D820. 

3.3 PQC839; 

·:~pec[fio-:GraVjl",(.~f ~iq1;1dS_;by;'C>MA:-45": • :: _. .., __ ;:. 
"Chromato9i-aphi"C Analysfs ~ R&Dw · 

. . . -····: .. . .. _, , ~ · .. ; . 

4.0 

' 

·-

.. 

3.4 MQ204, 
"Chromatographic Analysis in Pharmaceutical QC" 
"Validation of Chromatographic Analytical Test Methodsft 

REAGENTS 

4. 1 A~tonitrile, HPLC grade 
4.2 Water, HPLC grade 
4.3 Phosphoric acid 85%, reagent grade 
4.4 Potassium phosphate, monobasic, reagent grade 
4.5 lmidactoprid analytical_ standard of known purity 
4.6 Pyriproxyfen analytical standard of known purity 
4. 7 Buffer ~ Scale the preparation as required. For 1 L of buffer, dissolve 1 .36 g of 

potassium phosphate monobasic in 1 L of HPLC grade water. 
Adjust the pH to 3.0 with phosphoric acid (approximately 0.1 ml). 

..,._ . .,; 
_;"' ..... -.. · .... .. _,.4.'~ .. · _1?:1~:~~-: !~=~~~~~~~~~:-~~~~~~~~;~~rne:·fn~~~~-i~e _e.~.<?:~~~ _o! ~uf~e~-~i~-~-~~0~-~-~--~~- ... ··i 

. .. . . . ' . . . . . . ·.· '-;.. -­. ' 
' " 

--

· 4.9 Pump A"~ Jl)Obite pha.se·~ Scale the pre·paratlbn as reqUired. Combine 900 ml of buffer 
· with 100 ml of acetonitrile, mix thoroughly, fitter and degas . 

4.10 Pump B • mobile phase~ Scale the preparation as required. Combine 150 ml of buffer 
with 850 ml of acetonitrile, mix thoroughly, fitter, and degas. 

·- 5.0 APPARATUSIMATERIALS/SUPPLIES 

J 
5.1 Analytical balance 
5.2 High Performance Liquid Chromatogfaph {HPLC} equipped with a column oven, binary 
. , gr_a~ier.~ capaQilitY., an9 ~ ~V d.e~ec~or capable pt.monitonng abso_rbq.nG,e at _2~0 nm~ , 

:.··.5:-3.·. A-utqS~am~ler.-.w1tf:l a 40 ,i.4:.-injeqti6n capa);:lj¥:· · ._. ·'·: .' , .... ;'-.. •. · · ." ·~ .-~·.- : .--~ . 
-,. __ .. .- ·. ·_- .··· .::· .. ··s,..~-:-~~·,¢oil:l~'n_:::~4Ci~OSiiJ~·i~:."5 :p~ .. P~ctriitie:· s1ie.- .1.2Q:a!)gStrorri .. po.re:size, ~ 25 :x ·4-mm·. · ·· 

· 5.5 .. Vacuum filtration apparatus. 
5.6 Gelman Nylaflo membrane filters, 0.45 tLm pore size. 

36 
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SUPERSEDES: 11/19/99 
PAGE 2 of 6 

5.7 Glassware· sO, 1bo and 250 mL cra~s A volumetric. flasks and lO.,:ml::.cJ.as.s_"A volumetci~-,­
pipets. 

6.0 PROCEDURE 

• 

-.· ..... 

6.1 Standard Preparation 

1. Transfer approximately 0.070 g {accurately weighed to ± 0.0001 g) tor 1% 
pyriproxyfen analytical standard to a 100 mL volumetric flask. Dissolve and dilute to 
volume with acetonitrile. 

2. Transfer approximatelv: 
• 0.070 g {accurately weighed to =:::0.0001 g) fo'r 1% pyriproxyfen formulations of 

imidacloprid analytical standard to a 250 mL volumetric flask. 
0.140 g {accurately weighed to ::0.0001 g) for 0.5% pyriproxyfef) formulations 

. . . of irnid.adOpriQ. anal -(.tical standar~to·a ·2s0·mL ·volumetriC 'flaSk.· · · · ~ ... ·. · 
. •.... · -~- . ·oi$SOI'L~ Wit-h appr.e.x-jmately:Jq'rpl of:dito~~~<"fra"!>ie't "l:Oirtj(. Qf '(h-~~bluti~R ffQiT\ , .• 1• ~.< 
• ' · · · step 6.1 .1 tO the ·fl.lSk. 'dilute· to votlime With·dilu~nt. ·and fni~ thoroughly. · 

6.2 Sample Preparation 

1. For 1% lw/v) pyriproxyfen formulations: 
Transfer approximately 0.140 g {accurately weighed to ±0.0001 g) of sample to a 
50 mL volumetric flask. Dissolve and dilute to volume with diluent. 

2. For 0.5% w/v pyriproxyfen formulations: 
Transfer approximately 0.280 g (accurately weighed to ±0.0001 g) of sample to a 
50 mL volumetric flask. Dissolve and dilute to volume with diluent . 

6.3 Chromatographic Analysis 

1. Set the following instrumental conditions: 

. -lhj'e'ction volume 
· .. · Way~lengtfl 

Temperature 
Run Time 

"20·~L .. , ·· 
230·nn•f 
40°C 
53 minutes 

G;adient program: {The gradient ramps are linear) 

Time fminl Flow !mL/mjnl 

···'·. 

0 1.0 10 
13.5 1.0 10 

._ .. _ .......... _ .. ·- ....... ~ .,.;. 

.... • .. 

.... · . -... • . ·1?:0,: .. ,_ ... . . , L{)' , · 68.· 
. . __ ; .... , ..... ,_._ , ... ,~· .. ::29-;5_-.·'~.. ..,_ ,._, ,_., --~ho; ·.,·.-- .. (···-_;_ .. _._-.:.:.sa·->'{·· ~-·-:· : ;-- ~:-· 

· .. 

. · · 3o.o · · • · · to · · · 73· · · · · · · ·· 
.· .·.·. 

. . 
39.0 1.0 73 
39.5 1.0 100 
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IMIDACLOPRJD/PYRIPROXVFEN TOPICAL SOILUTION'FCYI 
BY HPLC SUPERSEDES: 11/19/99 

PAGE 3of 6 

' . 

Ijme lmjnl 

42.0 
42.5 
51.0 
51.1 

•, 
' ··~-

Flow l!'f!L!mio). 

1 ,0 

2.0 
2.0 
1,0 

~ 

100 
10 
10 
10 

2. Obtain a stable baseline before making an injection. 

3. Proceed according to PQC-839 jQC) or PRD·B20 tR&Dl except for sections 4.1 and 
4.4. 

4. Compare the retention times of imidacloprid and pyriproxyfen in the analytical standard 
chromatogram to those in the sample chromatogram. The retentiof"') times should be 
~irryilar f~r_pyripr,oxyf~n ( ± 0. 1. min. tOr imidacfopiJ~ .• ,.:±; 0.4 '\lin for .pyrip'rO)<_i!.el))~ . Typical. · 

~ Ch(o~a.tOgr.a~~ ar~:S.h?..yri)n:.fi,Bures) . .a~<:t,2.,.-...... ·· .· .-~.··.~ .. "'~· .• ... ,,. • ,_. ' •·· .. •; .' •. 
·" .· .. =-··· '" .... ~ . ~· ' ·.. . ·. . . • .. ·.- ; • . .. 
7.0 CALCULATIONS 

·, . ,. 

Determine the % imidacloprid and % pyriprOxyfen in the sample by comparison of the respective 
peak areas from the sample chromatogram to those from the standard chromatogram. 

. . ···'"'-

w$\d 
~ 

p ~ 

Asttf ~ 

A,~~~ ~ 

F ~ 

w.p\ ~ 

'd· ·.=·· . 

-w.'-"""-' .:.'...:..P K , -

% (wlw) analyte 

% (wlv) analyte··= 

Aud 

A' IP/ x_ .• K· X .f x·. (j. 
w., 

\'.'e:ght of the analytical standard !g). 
Pe!'"cent purit·y of the analytical standard. 
A::=.: a of the analyte peak in the standard chromatogram. 
A::=.: a of the analyte peak in the sample chromatogram. 
D'··-'tion factor: 0.2 for imidacloprid, 0.02 for pyriproxyfen. 
\',-:;ight of the sample (g). 
D~.:-:~itv 9f .t.htp;ampi~_;(~/!"'IJW .• , .. _.,. · ,;~· ...... · ...... :· 

.•.•: . 

'· -... _,. . ; . ' ·.· ·...... ... . . .. . ··. ~·. . .... ··:...: .. ·" .... "' ..... :' .. ''·'. ' ......... ':, ....... ,,, 
. .;, ~ .. :· ··:·· .... : 
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BY HPLC 

8.0 INTERPRETATION OF RESULTS 

SUPERSED.ES: 1 1/19/99 
PAGE 4 ol6 

The results should meet Bayer specifications. If not, notify the supervisor, 

9.0 VALIDATION 

This method was validated for the 1% w/v (0.91% w/w) pyriproxyfen formulation and the results 
of the validation are presented in a Bayer Animal Health report 74669. Validation for other 
formulations will be in Report No. 75130. 

REASON TO ISSUE: To update Figures 1 and 2, typical chromatograms. 
! 

. ,. . .. Date. 
. . . -·-~ .;· . ~ 

: : 
. ; .. 

. . : -~- ..;.· . · ..• -. .. , .. .. ·. .. '•';·_ ·- .. ~ .. - . '' . . .- . . 
.. ;:- ·.... .. ·: ·. -:- :-; . ,., .. -· 
. ·. ·.·. --~- .... 

' 

·'· 
. .' ·: 

• • ': . • '• '.. . I ' ,": ·:~··· ' • . 

·: .. 

. ·, ·' ': . .. 
. . . ,-.. ·. . ·.:-. i .· 

... . _, 

Date: . . . · .. -~ ... 

. . 

. -·· .. .., .. 
..: .. ·· .... 

.. ...... · .. 

. . . •' . . · ...... · 
.··; . 

39 



-+ 

z 
0 -f-
~ z 
!J.J 
~ 
:J 
~) 
) 

Cl 

/ 

l'. Ill"' 

>-.., 
.J.. 

~ 
...J 
<( '. -J -
'I -I -0 

...• , 

·.· 

·. .. 

. 
i 
' 

• 

. . 

• 

. . . - ::. . 

: 

. 

.. . ·· 

..... 

. -.::. 
-··' .. -. ·. .. ' .. • ' ... '· 

. ~ .. · ·. :.. 

. . 
·.·. 
·-: . 

:· .•.. 
. '· ~-, .. 

.· 

TYPICAL STANDARD CHROMATOGRAM 

Figure 1 
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UNITED STATES ENVIRONMENTAl. PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

OFFICE OF 
PREVENTION. PfSTICIOES AND 

TOXIC SUBSTANCES 

OCT 5 2000 

Mr. F. Terry McNamara 
Bayer Corporation 
Animal Health, Agriculture Division 
P.O. Box390 
Shawnee Mission, KS 66201 

Subject: Applications for New Advantage Products 
Reg. No. ll556.REA, REO, REI, REL, RET, RGN 
Your submlssion date, April 7, 2000 

Dear Mr. McNamara: 

Enclosed are the final two animal safety study reviews, for registration numbers 11556-
REA and REO. You should now have complete package. If you are missing any reviews, please 
let me know. 

The labeling referred to above, submitted in connection with the above registrations under 
the Federal Insecticide, Fungicide, and Rodenticide Act is not acceptable for the reasons below: 

As indicated in my June 16, 2000, letter a number of deficiencies exist with your labels and 
confidential statements of formula that need to be corrected before a registration can be given. 
The following are deficiencies are can be found in the product chemlstry review: 

1. The proposed labels should contain a "Note to Physician';. The following statements are 
suggested types of information that may be included, if applicable: 

-technical information on symptomatology; 
-use of supportive treatments to maintain life functions; 
~medicine that will counteract the specific physiologicaJ effects of the pesticide; 
-company telephone number to specific medical personnel who can provide specialized 

medical advice. 

2. Because the nominal concentrations of a.i. 'son the CSF are not identical to the label 
concentrations, the Registrant should resubmit the CSF and label and ensure that the 

lnlernel Acldress (URl) • http:/Jw.vw.epa.gov 
RecyclfllfRecytlablt • Print(ld with Vogl!lablo Oil Basod Inks on Rocyclod Paper (Minimum 25% Po:;toonsumer) 43 
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concentrations of the a.i. 's are correct and identical. 

3. The name and address of the suppliers ofinserts should be included on a revised CSF. 

4. The enforcement analytical method '.'.'ill be satisfactory, providing the Registrant submits a new 
copy not labeled "confidential Business Information.'' Thls is a 3-97 FIFRA requirement (Section 
10(d)(1) needed for enforcement purposes, etc. 

5. Group B product chemistry requirements listed in series 830 guidelines under 40CFR 158.190 
explodability (830-6315), Storage Stability of the product (830-6317), miscibility (830-6319) and 
dielectric breakdown voltage {830-6321) have not been fulfilled and should be submitted. 

6. None of the subject products are substantially similar to any of the parent products from a 
product chemistry point of view. because they each contain an additional a.i. and inert ingredient, 
and because the nominals and certified limits of the components are not substantially slmilar . 

Please read the reviews and make changes as specified. Upon making the changes, please 
resubmit your labels and CSFs. If there are .question, call me at 703 305-5409. 

Enclosure: 

Sincerely, 

p/ 
Dani Daniel 
Insecticide-Rodenticide Branch 
Registration Division 7SOSC 
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Reason To Issue: Propose Registration Date: 04/07/00 

·~------------.------------------------------------------------------------------------~~~~~-~~-~: __ !':T~~-~-----------

(Front Panel) 

Advantage Plus® I 0 

Topical Solution 

Once-A-Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98~100% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Immature Fleas from Developing into Biting, Breeding Adults 
• Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval, 

and Adult Stages 

Active Ingredients 

lmidacloprid; 1-[(6-Chloro-3-pyridinyl) rnethylJ-N-nitro-2-imidw..olidinimine 

Pyriproxyfen; 2-[l-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .......... . 

Inert Ingredients ............................... , , ............. , .... , 

% 
By Weight 

9.10% 

0.46% 

90.44% 

Total. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .. . . . . . . . . . . . . . . . . . . 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

• • •••• • • • • • • • • 
•••••• • • • • .. 

•••• • •••• 
• 

• • •••••• • ... 
Harmful if swallowed. Causes moderate eye irritation. Avoid contact witl:u)'et>.Or clatliinS. 
Wash hands thoroughly with soap and warm water after handling. •• : •• • • 

•••• • • •••• 

x:moiij/labelspr/AdvanPlusi0-4pk. Doc Page I of8 

•••• • • •••• 
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·Reason To Issue: Propose Registration Date: 04/07/00 

·------···-----------------······---------------------------·-------------·------------~~p-~~~-~~-s_: __ ~~~-~--------··· 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product For consumer questions call I-800-255-6826. For medical emergencies 
call l-877-258-2280. 

FIRST AID 

lf in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically. 

EPA Est. 11556-DEU-I 
EPA Reg. No. I !556-XXX 

Four 0.4 mL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 

x:moiij/labelspr/ AdvanPlus I 0-4pk. Doc Page 2 of8 

•••••• • • • • • • • • 
••• • • • • • • • .. 
•• • •• • • • • ••••• 

•••• • •••• 
• . . 

•••••• • ... 
• • • ... 

• ..... 
• • •••• 
•••• • • •••• 
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. Reason To Issue: Propose Registration Date: 04/07/00 

·------------------------···---------------------··-·····-·-----------------------····-~~.P.:~~~-~:.s_~-~-~!1.: .......... . 

(Back Panel) 

Advantage Plus® I 0 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment for Dogs 
and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient, easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 

x:moiij/labelspr/AdvanP!usJ0-4pk. Doc Page3 of8 

•••••• • • • • • • . . 
•••••• • • • • •• 
,. ..... 

• • • • 
0 •••• 

• ••• • •• •• 
• 

• • •••••• • 
•• • • • • • •• 

• ••• • • 
0 •• • 

•••• • • .. 0. 
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Reason To Issue: Propose Registration Date: 04/07/00 

(Leaflet) 

Advantage Plus® l 0 

Topical Solution 

Once-A-Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and 10 1bs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea Infestation on Dogs. 

Active Ingredients 

I mi dad oprid; 1-[ ( 6-Chlo ro-3 -pyridiny 1) me thy 1 ]-N -nitro-2 -i midazolidini mine 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .......... . 

% 
By Weight 

9.10% 

0.46% 

Inert Ingredients ..... , .. , ............. , . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total... . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 100.00% 

KEEP OUT OF REACH OF CIITLDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing. 
Wash hands thoroughly with soap and warm water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

•••••• 
• ••• • •••• 

As with any product, consult your veterinarian before using this product o~ d~b~itated, a~ed, 
pregnant or nursing animals. Individual sensitivities, while rare, may oCCIX"l!:Pte: usinio AN¥ 
pesticide product for pets. If signs persist, or become more severe, consult a~e;t'l::rinaliiien • 

• • • immediately. If your animal is on medication, consult your veterinarian b~vsing'thi~or 
any other product. For consumer questions call 1-800-255-6826. For medirla.l.t!mergencies 

•••• call 1-877-258-2280. • .... • 

x:moiij/labelspr/ AdvanP!us I0-4pk. Doc Page 4 of8 

•••• • • •••• 

48 



• 

• 

·Reason To Issue: Propose Registration Date: 04/07/00 

·-------------------------------------------·-···········-----------·····----·········-~~P-~:~~-~~-~:--~~~: .......... . 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

HOW TO APPLY 

1. Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package . 

3. Hold applicator tube in an upright position. Pull cap off tube. 

4. Tum the cap around and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 

x;moiij!Jabelspr/ AdvanPlus l0-4pk. Doc Page 5 of8 

• ••• • • • • • • • • • • 
•••••• • • • • 

" 
••••• • • • • ••••• 

• ••• • • • • • 
• 

• • •••••• • 
" . • • • . " 

• 
• ••• • • •••• 
•••• • • •••• 
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Reason To Issue: Propose Registration Date: 04/07/00 

·-----------------------------------------------------···--·--·-···--------------------~~P.::~~-~~~-:--~~~-: .......... . 

6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and Disposal. 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder kno'Wn as flea allergy dennatitis (FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four (4) weeks. Prewexisting pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions . 

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively 
breaking all flea lifewcycle stages for quick and lasting control of flea populations. 

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. 

Advantage Plus® remains efficacious following a shampoo treatment, swi~p,.g or l:lftit • • 
exposure to rain or sunlight. : : ! . 

• • 
•••••• Monthly treatments are required for optimal control and prevention of fleas. : : .. 

• • •••••• • ... 
• • • •• •• • • •• 

lfrewtreatment becomes necessary earlier than four weeks, do not rewtreat mote ttlan once • 
weekly. •• • •• 

x:moiij/labe!spr/AdvanP!usl0-4pk. Doc Page6of8 

• ••• . . 
•••• 
• ••• • • .... 
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·Reason To Issue: Propose Registration Date: 04/07/00 

·--------------------------------------------------------------------------------------~-~P-~~~-~~-~=--~~~-~-----------

STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in 
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty 
container. Wrap container and put in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms 
to the chemical description on the labeL BAYER CORPORATION MAKES NO OTHER 
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR 
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer 
Corporation is authorized to do so except in writing with a specific reference to this warranty. 
Any damages arising from a breach of this warranty shall be limited to direct damages and 
shall not include consequential commercial damages such as loss of profits or values, etc. 

EPA Est. 11556-DEU-1 

EPAReg.No. 1!556~£I 

Manufactured for Bayer Corporation 
Agriculture Division, Animal Health 

Shawnee Mission, Kansas 66201 U.S.A . 

x:moiij/labelspr/ AdvanPius I 0-4pk. Doc Page 7 of8 

•••••• • • • 
• 0 0 

• • 
•••••• • • • • .. 
••••• • • • • ••••• 

• ••• • •••• 
• 

• • •••••• • ... 
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,Reason To Issue: Propose Registration Date: 04/07/00 

··-··-·····---.------------------------------------------------------------------------~~p-~~~-~~-~: __ "!':!~~-~----······ 

(Label on Individual Tube) 

Advantage Plus® 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.4 mL 

EPA Reg. No. 11556-XXX 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 

x:moiij/labelspr/AdvanPlusl0-4pk. Doc Page 8 of8 

------------ ---- -----------

•• •• •• • • • • • • • • 
•••••• • • . . .. .. . ... 

• • • • ••••• 
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SEP I 8 2000 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

Mr. F. Terry McNamara 
Bayer Corporation 
Animal Health, Agriculture Division 
P.O. Box390 

OfFICE Of 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

e Shawnee Mission, KS 66201 

• 

Subject: Applications for New Advantage Products 
Tox and Animal Safety Studies 
Reg. No. 1 I 556-RE!, RET, REL 
Your submission date, April 7, 2000 

Dear Mr. McNamara: 

Just a note to let you know that we are coming to a close with reviewing your six new 
product applications for Advantage. Enclosed is a copy of three completed animal safety study 
reviews. To complete the reviews, two animal safety study reviews are need. Upon comPletion, I 
will notify you as to when you can commence with label changes needed to satisfy registration of 
your products. If there are questions, call me 703 305-5409 . 

Enclosure: 

;;.?· 
Dani Daniel 
InsecticideMRodenticide Branch 
Registration Division 7505C 

(};.)_ RocyclediRecyctabte n- -:\\ Pl1nl&d With Soy/Ca.wll Ink CUI pape> thDI 
'0(7 contm1n1 ..t laatoj 50%rocycltd fiber 
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September 8, 2000 

MEMORANDUM 

EPA File Symbol: 11556-REI Advantage• Plus 10 for Dogs 
DP Barcode: D265774 
Case No: 068809 
Submission: S579325 
PC Codes: 129099 lmidacloprid; 129032 Pyriproxyfen 

From: Byron T. Backus, Ph.D., ToxicologisUs/ 
Technical Review Branch 

To: 

Registration Division (7505C) 

Helene Daniel/Tina Levine, PM 04 
Insecticide-Rodenticide Branch 
Registration Division (7505C) 

Registrant: BAYER CORP. 

-------- ·----·· --

ACTION REQUESTED: Review two companion animal (adufi dog and puppy) studies on a 
formulation containing 9.1% lmidacloprid and 0.9% pyriproxyfen. It is noted that the label 
for the proposed product has an active ingredient declaration of9.1% lmidacloprid and 
0.46% Pyriproxyfen. The MRID numbers of the two studies are 45097101 (puppy) and 
45097102 (dog). 

COMMENTS AND RECOMMENDATIONS: 

1. Both the puppy study (MRID 45097101) and the adult dog study (MRID 45097102) 
have been classified as acceptable. For both studies, the lack of any indications of a 
consistent toxicological response following exposures (4 in each study) to 5X levels 
of the label-specified application rates indicates that an adequate safety margin 

exists for this formulation and its proposed use on puppies 7 weeks and older as well 
as adult dogs. These studies, together with the previously submitted acute toxicity 
studies, adequately address the toxicity data requirements for this proposed product. 

2. In a previous TRB memorandum (Aug. 30, 2000, DP Barcode D265773) it was 
stated that 11556-REI Advantage• Plus 10 for Dogs has the following acute 
toxicity profile: 

1 
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Acute Oral LD50 Ill 
Acute Dermal LD50 IV 
Acute Inhalation LC50 
Primary Eye Irritation 

IV 
Ill 
IV 
No 

- ~-- -------~----

Primary Dermal Irritation 
Dermal Sensitization 

3. All studies (the six acutes, reviewed in the TRB memorandum of Aug. 30, 2000, as 
well as the puppy and dog companion animal safety studies) were conducted on a 
formulation containing 9.1% lmidacloprid and 0.9% Pyriproxyfen. The proposed 
product has a label declaration of 9 .. 1% lmidacloprid and 0.46% Pyriproxyfen, with 
90.44% inert ingredients. 

4. The proposed application rate to dogs and puppies (7 weeks and older) weighing 
less than 10 lbs is 0.4 ml producUdog with monthly treatments for optimal control of 
fleas, but ~If re-treatment becomes necessary earlier than four weeks, do not re-treat 
more than once weekly." 

5. As previously noted (TRB memorandum of Aug. 30, 2000), since the Oral LD50 value 
is below 1500 mg/kg, and this product has residential uses, it will require Child 
Resistant Packaging (CRP). 

6. The precautionary labeling for this product, based on the acute toxicity profile and as 
obtained from the Label Review System, is given in the TRB memorandum dated 
Aug. 30, 2000. 

7. The following is the executive summary from the review for the study on adult dogs 
in MRID No. 45097102: 

In a companion animal safety study (MRID 45097102) with adult beagllls (ages 
ranging from 1 year and 3 months to 6 years), Advantage Pluse for Dogs (Active 
Ingredients: 9.1% lmidacloprid w/w; 0. 9% Pyriproxyfen wiw) was applied topically at 
dose volumes of 5.0 ml for dogs weighing 11-20.4 lbs and 12.5 ml for dogs weighing 
20.5-55 lbs.(five times the recommended dose) to groups of 6 male and 6 female 
dogs. Eight dogs were consistently dosed with 12.5 ml of the formulation/application, 
and four were consistently dosed with 5 mUapplication. Controls were dosed with the 
vehicle at dose volumes of 5.0 ml for dogs weighing 11-20.4 lbs and 12.5 ml for dogs 
weighing 20.5-55 lbs.(5.6 times the volume of the vehicle present in the recommended 
dose). Five dogs were consistently treated with 12.5 ml vehicle/application, five were 
consistently dosed with 5 mUapplication, and two dogs received 12.5 mUapplication 
for the first, second and fourth applications, and 5.0 mUapplication for the third 
application. Dogs were treated on study days 0, 7, 14, and 21. 

There were no deaths during the study. The dogs received no concomitant 
medication or therapy during the treatment period. The most prominent clinical sign 
was a rough appearance of the hair coats on dogs from both groups following 

2 

55 



• 

• 

·treatment and lasting for up to 36 hours; however, there were no signs of irritation at 
the application s~es. Several dogs from both groups, "jumped excessively due to 
excitement" on study day 21. The study report did not indicate which dogs. Three 
dogs (two from the test substance group and one from the vehicle control group) also 
exhibited sore footpads on that date. These findings for day 21 were not noted at any 
other time during the study. There were no treatment related effects on body weights, 
food consumption, or clinical pathology parameters. 

It is also noted that the proposed products (containing approximately 9% lmidacloprid, 
but only 0.46% pyriproxyfen, rather than the 0.9% in the formulation as tested) are 
similar to existing registered products containing 9% lmidacloprid as sole active. 
Pyriproxyfen is known to have a low toxicity to mammalian species. 

The study is classified as Acceptable/Guideline as a companion animal safety study 
(OPPTS 870. 7200) in dogs. The lack of any consistent indications of a toxicological 
response following exposures (a total of 4) to 5X label-specified use applications of 
the test material indicates that an adequate safety margin exists for this formulation 
and its proposed use on adult dogs. 

8. The following is the executive summary from the review for the study on beagle 
puppies (7 weeks old at the time of first treatment) in the study in MRID No. 
45097101: 

In a companion animal safety study (MRID 45097101), Advantage Plus• for Dogs 
(Active Ingredients: 9.1% lmidacloprid w/w; 0.9% Pyriproxyfen w/w) was applied 
topically at a dose of 2.0 mUpuppy (5X the label specified dose of 0.4 mUpuppy for 
puppies :;10 lbs) to. a group of7 male and 7 female beagle puppies, seven weeks of 
age at the time of first treatment. Individual weights of the puppies in the treatment 
group ranged from 2.54 to 4.01 lbs (1.15-1.82 kg) on day -1. Controls (7M, 7F; weight 
range: 2.49-5.03 l!l.s; 1.13-2.29 kg) were dosed with the vehicle alone at a dose of 2.0 
mUpuppy (5.6X the volume of the vehicle present in the specified dose). Both groups 
were treated on study days 0, 7, 14, and 21. The recommended label dose is once a 
month. However, the labeling for these products includes the statement: "If re­
treatment becomes necessary earlier than four weeks, do not re-treat more than once 
weekly." 

There were no deaths during the study. Following all treatments, a rough hair coat 
condition at the application site was noted on 3-14 puppies of both groups, and white 
powder was occasionally noted at the application sites; however, there were no signs 
of irritation. One puppy from the test substance group was found to have ocular 
discharge and "crusty patches" on its ventral abdomen, by the lip and under each eye 
on study day 36. The puppies completed treatment for coccidiosis on study day -8. 
During the remainder of acclimation, in the test substance group there were two 
observations of loose feces with mucous and five observations of diarrhea, with or 
without mucous or red colored mucous, exhibited by four animals. In the vehicle 
control group, there were two observations of loose feces with mucous, exhibited by 
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·two animals. 

During the treatment/observation period, in the vehicle control group, there were 
seven observations of diarrhea (including one with blood) exhibited by 5 animals, and 
in the test substance group, there were 2 observations of diarrhea, 4 observations of 
loose feces with mucous (all four of these observations were made on a single female 
on day 14 post-application), and one observation of only red muco.us. It is noted that 
there was an increased incidence of loose stools in a considerable number of animals 
(in both treatment groups) following the second (day 14) treatment. In the test 
material group, 6/14 puppies had loose stools (one with mucous) at one or more times 
on day 14 following treatment; only one of these puppies had shown this symptom on 
day 14 prior to treatment. In the vehicle control group, 5/14 puppies had loose stools 
after treatment; none had shown this symptom on day 14 before treatment. This was 
not observed on treatment days 7 and 21, and an examination of the data for day 0 
indicates the 3/14 puppies in the test material group showing this symptom after 
·treatment had also shown it before treatment on that day, whereas the 3/14 in the 
vehicle control group showing this symptom had it only after treatment. Mean 
leukocyte counts were slightly elevated on study days 1 and 22 for the test substance 
group and on study day 1 for the vehicle control group, and the mean neutrophil count 
for the test substance group was also slightly elevated on study day 1; however, the 
mean neutrophil count for all puppies on the study was slightly elevated on day -1 
(preexposure) as was the leukocyte count. There were no treatment related effects on 
body weights or food consumption. 

The guideline states that animals should be free from infectious diseases which could 
complicate the interpretation of study results. It is concluded that, while marginal (in 
the vehicle control group there were 7 observations of diarrhea - one with blood -
exhibited by 5 animals, and in the test substance group there were 2 observations of 
diarrhea in 2 separate females, 4 observations of loose feces with mucous made on a 
single female on day 14 post-dosing, and one observation of red mucous, exhibited 
by a male on day 22) these incidences are low enough that we can consider the study 
not to be compromised. In addition, the puppies had adequate weight gains during the 
treatment period. Overall, it appears that the puppies were infected when they arrived 
at the laboratory but were adequately treated. In addition, they may have been under 
some stress, The Agency recognizes the difficulties inherent in conducting this type of 
study under these circumstances, particularly when treatment has to be initiated when 
the animals are no more than seven weeks old and there are severe scheduling 
constraints. 

It is also noted that this formulation is similar to those of a number of existing 
registered products, except for the addition of 0.9% pyriproxyfen for efficacy against 
flea eggs. Pyriproxyfen is known to have extremely low toxicity (both acute and 
chronic) to mammalian species. In addition, the proposed products which this study 
is supporting contain 0.46% pyriproxyfen, rather than o.g%. 

Despite the fact that the puppies may not have been entirely free of infection, and 
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·despite some deficiencies in the reporting of the data, the study is classified as 
Acceptable as a companion animal safety study (OPPTS 870.7200) in puppies. The 
lack of any indications of a consistent toxicological response following expos-..::.:u::re::.s~(;.:a=----· 
total of 4) to 5X label-specified use applications of the test material indicates that an 
adequate safety margin exists for this formulation and its proposed use on puppies 7 
weeks of age and older . 
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EPA Reviewer:Byron T. Backus, Ph.D. ------- Date: __ _ 

EPA Work Assignment Manager:John Redden, M.Sc: ------- Date: __ _ 
Registration Division (7505C) 

I DATA EVALUATION RECORD 

STUDY TYPE: Companion Animal Safety/Dogs [OPPTS 870. 7200] 

EPA J.D. NUMBERS: DP BARCODES: D265771, D265774, D265778, D265784; 
MRID NUMBER: 45097102 

TEST MATERIAL: Advantage Plus• I 0, 20, 55, and I 00 for Dogs 

• STUDY NUMBER: 75121 (150.852) 

• 

TESTING F AC!L!TY: Bayer Corporation, Agriculture Division, Animal Health, DeSoto 
Research Facility, 35040 West 87"' Street, Building Number 20, 
DeSoto, Kansas 66018 

SPONSOR: Bayer Corporation, Agriculture Division, Animal Health 

TITLE OF REPORT: Eyaluation of the general safety of 9.1% (w/w) irnidacloprid with 0.9% 
(w/w) pyriproxyfen spot~on formulation in the target species, adult dog 

AUTHOR: A.S. Abraham, B.V.Sc., Ph.D. 

REPORT ISSUED: April4, 2000 

EXECUTIVE SUMMARY: In a companion animal safety study (MRJD 450971 02) with adult 
beagles (ages ranging from 1 year and 3 months to 6 years), Advantage Plus® for Dogs (Active 
Ingredients: 9.1% lmidacloprid w/w; 0.9% Pyriproxyfen w/w) was applied topically at dose 
volumes of5.0 mL for dogs weighing ll-20.41bs and 12.5 mL for dogs weighing 20.5-55 
lbs.(five times the recommended dose) to groups of 6 male and 6 female dogs. Eight dogs were 
consistently dosed with 12.5 mL of the formulation/application, and four were consistently 
dosed with 5 mL/application. Controls were dosed with the vehicle at dose volumes of 5.0 mL 
for dogs weighing !l-20.41bs and 12.5 mL for dogs weighing 20.5-55lbs.(5.6 times the 
volume of the vehicle present in the recommended dose). Five dogs were consistently treated 
with 12.5 mL vehicle/application, f1ve were consistently dosed with 5 mL/application, and two 
dogs received 12.5 mL/application for the first, second and fourth applications, and 5.0 
mL/application for the third application. Dogs were treated on study days 0, 7, 14, and 21. 
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There were no deaths during the study. The dogs received no concomitant medication or 
therapy during the treatment period. The most prominent clinical sign was a rough appearance 
of the hair coats on dogs from both groups following treatment and lasting for up to 36 hours; 
however, there were no signs of irritation at the application sites. Several dogs from both 
groups, "jumped excessively due to excitement" on study day 21. The study report did not 
indicate which dogs. Three dogs (two from the test substance group and one from the vehicle 
control group) also exhibited sore footpads on that date. These findings for day 2 I were not 
noted at any other time during the study. There were no treatment related effects on body 
weights, food consumption, or clinical pathology parameters. 

It is also noted that the proposed products (containing approximately 9% lmidacloprid, but only 
0.46% pyriproxyfen, rather than the 0.9% in the formulation as tested) are similar to existing 
registered products containing 9% Imidacloprid as sole active. Pyriproxyfen is known to have 
a low toxicity to mammalian species. 

The study is classified as Acceptable/Guideline as a companion animal safety study (OPPTS 
870.7200) in dogs. The lack of any consistent indications of a toxicological response following 
exposures (a tota1 of4) to 5X label-specified use applications of the test material indicates that 
an adequate safety margin exists' for this formulation and its proposed use on adult dogs. 

COMPLIANCE: Signed and dated Quality Assurance, Data Confidentiality, and Good 
Laboratory Practice Statements were pres.ent. 

I. MATERIALS 

A. Test material 

9.1% (w/w) Imidacloprid with 0.9% (w/w) Pyriproxyfen Spot-on Formulation 
(Advantage Plus® 10, 20, 55, and 100 for Dogs) 

Description; not provided 
Lot No.: 99-901-66 
Active Ingredients: Imidacloprid, 9.1% (w/w); Pyriproxyfen, 0.9% (w/w) 
Storage Conditions: in the dark in a closed cabinet at room temperature. 

B. Administration: Topical (spot-on) 

C. Vehicle 

This consisted of the inert ingredients in the proposed product less the active 
ingredients. 

D. Test animals 

Species: Dog 
Breed: Beagle 
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Age and weight at study initiation: 15 months-6 years; males: 6.2-12.9 kg; females: 7.9-
14.9 kg 

Source: Harlan Sprague Dawley, Inc., P.O. Box 29176, Indianapolis, Indiana 46229 
Housing: Individually in runs of approximately 36 square feet and greater than 6 feet 
high. 
Diet: Commercial food (Harlan Teklad, Madison, Wisconsin), once daily 
Water: Potable water, ad libitum 
Environmental conditions: 

Temperature: not reported 
Humidity: not reported 
Air changes: not reported 
Photoperiod: not reported 

Acclimation period: 14 days 

II. STUDY DESIGN 

A. In life dates: start: August I 0, 1999; end: September 16, 1999 

B. Animal assignment/ dosage and administration 

Dogs were assigned to the groups in Table I using stratified blocked randomization 
according to weight. Group I received the test substance, and group 2 received the 
vehicle without the two active ingredients at a voltune equivalent to the 5X use rate 
volume of the test substance. The dose volwne was 5.0 m.L for dogs of either group 
weighing 11~20.4 pounds and 12.5 mL for dogs of either group weighing 20.5~55 
pounds. Treatments were applied to three or more application sites on the top of the 
back, from the shoulder to the base of the taiL Animals were dosed on Study Days 0, 7, 
14, and 21. Dose volumes for treatments on study days 0 and 7 were determined using 
body weights from study day ~ 1, and dose volwnes for treatments on study days 14 and 
21 were determined using body weights from study day 13 . 

TABLE 1. Study design 

Number of animals Dose volume (mL)/multiple of recommended dose Number of 
Group Body weigh! 11-20.4 Body weigbt 20.5-SS applications• 

Male Female ,., ,., 
1. Tcsr substance 6 6 5.0 m.U5X i2.5mU5X 4 

2. Vehicle 6 6 5.0 mL/S.6X 12.5mUS.6X 4 
control 

Data taken from pp. 12~13, 16· 17 MRID 45097102. 
• Treannents were given ori Days 0, 7, 14, and 21. 
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C. Dose selection rationale 

The study was conducted as a limit test using 5 times the recommended dose volume. 
The product is dosed by volume according to weight in the following pre~ measured 
dose volumes: 0.4 mL for dogs weighing ::; 10 lbs., 1.0 mL for dogs weighing11 w20 lbs., 
2.5 mL for dogs weighing 21-55 lbs., and 4.0 mL for dogs weighing greater than 55 lbs. 
Dogs on the study weighing I 1-20.4 !bs received 5.0 mL doses, and dogs weighing 
20.5-55 lbs. received 12.5 mL doses. All dogs on the study fell into these two weight 
ranges. The vehicle control group received the vehicle at dose volumes equal to 5 times 
the recommended use volumes of the test substance, equivalent to 5.6 times the usual 
use volumes of the vehicle. The product is intended for once a month use; however, 
the label states that "if rewtreatment becomes necessary earlier than four weeks, do not 
rewtreat more than once weekly." The study therefore included repeated treatments at 
weekly intervals for a total of four treatments. 

D. Experimental design 

The dogs were observed daily during study days -14 through -I (the acclimation 
period), and twice daily during study days 0 through 37 except on dosing days .. when 
the animals were observed once prior to dosing and 4 times, approximately 1 hour apart, 
following dosing. These observations included evaluation of the "clinical condition" of 
the eyes, appetite, feces, respiration, behavior changes, locomotion and musculature, 
skin, and any signs of vomiting. Physical examinations were conducted prior to the 
acclimation period and on study days w} and 37. Body weights were recorded on study 
days -14, -7, -1, 13, 20, 28, and 37. Food consumption was recorded once daily during 
the acclimation period and twice daily during the study, except on dosing days, when it 
was evaluated 5 times; in all cases, a daily summary of food consumption was also 
made. The amount of food consumed was estimated visually and scored as 1, 2, or 3, 
indicating, respectively, that greater than or equal to 75%, 25-75%, or less than 25% of 
the food was consumed . 

E. Pathological parameters 

Baseline blood samples were collected on study days w 7 and -1, and post-treatment 
blood samples were collected on study days 1, 22, and 37. The report did not mention 
the venipuncture sites used or whether the animals were fasted overnight prior to blood 
collection. Additional samples were collected on study days 3 and 8 from one dog 
(#400) that exhibited elevated alkaline phosphatase (ALP), alanine aminotransferase 
(ALD. and aspartate aminotrasferase (AST) activities on study day w 
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I. The CHECKED (X) parameters were examined. 
a. Hematology 

K K 
X Hematocrit {HCT)• X 
X Hemoglobin (HOB)* X 
X Leukocyte count (WBC)' X 
X Erythrocyte count (RBC)• X 
X Platelet count 

Blood clotting measurements 
(Thromboplastin time) 
(Clotting time) 

X (Prothrombin time)• 

X (Activated partial thromboplastin time)' 
Ervthrocyte morphology 

Leukocyte differential count• 
Mean corpuscular HOB (MCH)' 
Mean corpusc. HOB conc.(MCHC)' 
Mean corpusc. volume (MCV)' 
Reticulocyte count 

*Recommended m OPPTS 870. 7200' GUJdehnes. 

b. Clinical chemistry 

X ELECTROLYTES X OTHER 

X Calcium• X Albumin' 
X Chloride' X Blood creatinine• 

Magnesium X Blood urea nitrogen• 
X Phosphorus• Total Cholesterol 
X Potassium• X Globulin• 
X Sodiu-m• X Glucose• - X Total and direct bilirubin* 

ENZYMES X Total serum protein• 
X Alkaline phosphatase{ALK)' (TP) 

Cholinesterase{ChE) Triglycerides 
Creatine kinase- Serum protein electrophoresis 
Lactic acid dehydrogenase{LDH) Albumin/Globulin ratio 

X Serum alanine amino- transferase (also SGPT)• X Calcium/phosphorus ratio 
X Serum aspartate amino- transferase( also SOOT)• X Blood urea nitrogen/creatinine ratio 

Gammaglutamyl transferase(GGT) X Sodium/potassium ratio 
Amylase 
Glutamate dehydrogenase 

*Recommended m OPPTS 870.7200 GUJdelmes. 

F. Statistics 

Baseline body weight and clinical pathology values were calculated for each animal by 
averaging the pre-treatment measurements. Body weight data were analyzed by first 
comparing the baseline body weights of the two groups by sex with a two-sample Hest. 
Body weight changes from baseline were calculated for each post-treatment day (stu~y 
days 13, 20, 28, and 37), and body weight changes were then analyzed by sex with a 
repeated measure analysis of covariance including terms for Group, Animal (random), 
Day, and Group*Day interaction with baseline body weight as the covariate. Clinical 
pathology data were analyzed using a multivariate repeated measures ANOV A, 
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including terms for Group, Sex, Animal (random), Day, and Group•Day interaction. If 
the Sex effect was statistically significant at the 0.10 level, the data were analyzed by 
sex with a multivariate repeated measures ANOVA including terms for Group, Animal 
(random), Day, and Group• Day interaction. If the Group*Day interaction was 
statistically significant at the 0.10 level, the data were graphed to investigate the nature 
of the Group by Day interaction, and the data for each study day were compared with 
normal ranges. 

G. Disposition of animals 

Not reported. 

H. Compliance 

Signed and dated Quality Assurance, Data Confidentiality, and Good Laboratory 
Practice Statements were present. 

III. RESULTS 

A. Exposure levels 

Each 1.0 mL of the product contained 100 mg ofimidacloprid and 10 mg of 
pyriproxyfen. For thirty days' efficacy, the minimum desired efficacious dose for 
imidacloprid is 10 mg/kg, and the desired minimum efficacious dose for pyriproxyfen is 
0.5 mg/kg. In terms of desired minimum efficacious doses in mg/kg, the exaggerated 
doses used in the study ranged from.5.4X to 13.2X for imidacloprid and 10.8X to 26.4X 
for pyri proxyfen. 

B. Mortality 

There were no deaths during the study. 

C. Clinical signs 

Clinical observations are presented in Table 2. On study day 1, one male in the test 
substance group vomited some food. On study day 15, one male in the vehicle control 
group voided a soft stool. On study day 21, several dogs ''jumped excessively due to 
excitement." The study report did not indicate which dogs, the exact number or give 
any other details other than the fact that three of them (two from the test substance 
group and one from the vehicle control group) exhibited sore footpads. Following the 
treatments, the hair coats of dogs from both groups appeared rough, with this 
appearance lasting for up to 36 hours. No signs of erythema, edema, or alopecia were 
reported in any of the treated animals. 
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I. Test Substance hair coat in 2 males and 2 females; 
in I male 

7 Rough hair in 4 males and 2 females 

14 Rough hair in 2 males and 3 females 

15 Rough hair in I male and 2 females 

16 Loose stuul in I male 

2 I' Rough hair in 6 males and 6 females, with white I male 
and I female; 
at least I male and une female "jumped excessively due to 
excitement"; 
sore front foot pad in 1 male; sure rear foot pad in I female 

Rough hair coat in I female 
2. Vehicle control 

7 Rough hair coat in 3 males and 3 females 

14 Rough hair coat in 3 males and 3 females 

15 Loose stools in I male 

2 I' Rough hair coat in 6 males and 6 females; 

Data taken from teict, p. 21and Table 2, p. 27, MRJD 45097102. 
• On page 21 the report stated that on study day 2 I "several" dogs "jumped excessively due to excitement." Three of 
those dogs exhibited sore footpads. 
~The white powder was presumed to be from the drying ofthe test ffi3terial. 

D. Bodyweight and weight gain 

Between study day -1 and study day 13, the mean body weights of all groups (test 
substance group males, females, and combined and vehicle control group males, 
females, and combined) decreased. Between study day 13 and study day 3 7, the mean 
body weights of all groups increased slightly with each consecutive weighing. The 
statistical report stated that there was no significant difference between groups in the 
post~treatment change in body weights. 

E. Food consumption 

All of the dogs on the study generally consumed greater than or equal to 75% of their 
food. One female (#397) in the test substance group consumed between 25 and 75% of 
her food on study days -14, -13, and study days 17-20, and one female (#393) in the 
vehicle control group consumed between 25 and 75% of her food on study days 20, 30, 
31, 33, and 34; both dogs consumed greater than or equal to 75% of their food during 
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the remainder of the pre~ treatment and treatment intervals. The study report did not 
include the quantities of food the dogs were fed. 

F. Hematology 

There were no treatment related effects on hematology parameters. There were slight 
increases in leukocyte and neutrophil counts of one dog in the test substance group 
(#400, see also, below G. Clinical chemistry) on day ~I as compared with day -7. The 
day 37leukocyte and neutrophil counts of three dogs in the vehicle control group were 
slightly increased, as compared with their baseline pretreatment values. These increases 
were all very slight, and all values remained within the baseline pre-treatment ranges. 

G. Clinical chemistry 

There were no treatment related effects on clinical chemistry parameters. One dog 
(#400) in the test substance group exhibited increased elevated alkaline phosphatase 
(ALP), alanine aminotransferase (AL T), and aspartate aminotrasferase (AST) activities 
on study day -I. On study days I, 3 and 8 ALP and AL T remained elevated; all three 
parameters were normal on study day 2 I; and ALP was again slightly elevated on study 
day 3 7. These fmdiflgs were clearly not treatment related, as the initial increases 
occurred prior to treatment, and these valu~s were excluded from the group means. 
There was a statistically significant interaction (p<O.l 0) between Group and Day 
(Group*Day) for creatinine levels in males; however, all creatinine values of all animals 
were within the normal range throughout the study. 

H. Necropsy findings 

As no mortalities occurred, necropsies and histopathological examinations were not 
perfonned . 

IV.DISCUSSION 

A. There were no deaths during the study. Following the treatments, the hair coats of dogs 
from both groups appeared rough, with this appearance lasting for up to 36 hours; 
however, there were no signs of irritation at the application sites. On study day I, one 
male in the test substance group vomited some food, arid on study day 15 one male in 
the vehicle control group voided a soft stool. While these occurrences may be related to 
treatment, each occurred in only one animal and on only one occasion, and both could 
be considered as incidental findings or, at most, transient, non-life-threatening signs. 
On study day 21, several dogs "jumped excessively due to excitement" and two from 
the test substance group and one from the test vehicle group (subsequently?) had sore 
footpads. As dogs from both groups exhibited this sign, this sign could not be due to 
the active ingredients of the product. There were no treatment related effects on body 
weights, food consumption, or clinical pathology parameters. 

Auguot 2000 14 

67 



• 

• 

ADVANTAGE PLUS' lG POR DOGS Companion Animal Safety Study (OPPTS 87G.7200) 

B. Deficiencies 

Body weights were recorded at weekly intervals, except for week one. It is unfor~ 
tunate that a dog in the test substance group exhibited abnormal clinical pathology 
findings on the day prior to treatment which necessitated exclusion of subsequent 
clinical pathology findings for this dog. Results from tests performed a week earlier 
had been normal, and presumably the dog had been healthy at physical examinations 
conducted prior to acclimation and the day before treatment, so this carmot be 
considered a major deficiency. 

It is noted that the proposed products (containing approximately 9% Imidacloprid, 
but only 0.46% pyri proxyfen, rather than the 0.9% in the formulation as tested) are 
similar to existing registered products containing 9% Imidacloprid as sole active 
ingredient. Pyriproxyfen is known to have a low toxicity to mammalian species. 

The study is classified as acceptable as a companion animal safety study in dogs 
(OPPTS 870. 7200). The lack of any consistent indications of a toxicological response 
following exposures (a total of 4) to SX label~specified use applications of the test 
material indicates that an adequate safety margin exists for this formulation and its 
proposed use on adult dogs . 
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EPA Reviewer:Byron T. Backus, Ph.D. Date: 

EPA Work Assignment Manager:John Redden, M.Sc. 
Registration Division (7505C) 

_______ Date: 

I DATA EVALUATION RECORD 

STUDY TYPE: Companion Animal Safety/Puppies [OPPTS 870.7200] 

EPA !.D. NUMBERS: DP BARCODES: D265771, D265774, D265778, D265784; 
MRID NUMBER: 45097101 

TEST MATERIAL: Advantage Plus• I 0, 20, 55, and I 00 for Dogs 

STUDY NUMBER: 75119 (150.850) 

TESTING FACILITY: Bayer Corporation, Agriculture Division, Animal Health, DeSoto 
Research Facility, 35040 West 871h Street, Building Number 20, 
DeSoto, Kansas 66018 

SPONSOR: Bayer Corporation, Agriculture Division, Animal Health 

TITLE OF REPORT: Evaluation of the general safety of9.1% (w/w) imidacloprid with 0.9% 
(w/w) pyriproxyfen spot-on formulation in the target species, seven week 
old puppies. 

AUTHOR: A.S. Abraham 

REPORT ISSUED: April4, 2000 

CITATION: Hoskins, J.D. (1990) Veterinary Pediatrics. Dogs and Cats from Birth to Six 
Months. Saunders, Philadelphia. 

EXECUTIVE SUMMARY: In a companion animal safety study (MRID 45097101), 
Advantage Plus® for Dogs (Active Ingredients: 9.1% Imidacloprid w/w; 0.9% Pyriproxyfen 
w/w) was applied topically at a dose of2.0 mL/puppy (5X the label specified dose of 0.4 
mL/puppy for puppies ~10 lbs) to a group of7 male and 7 female beagle puppies, seven weeks 
of age at the time of first treatment. Individual weights of the puppies in the treatment group 
ranged from 2.54 to 4.01 lbs (1.1 5-1.82 kg) on day -I. Controls (7M, 7F; weight range: 2.49-
5.03 lbs; 1.13-2.29 kg) were dosed with the vehicle alone at a dose of2.0 mL/puppy (5.6X the 
volume of the vehicle present in the specified dose). Both groups were treated on study days 0, 
7, 14, and 21. The recommended label dose is once a month. However, the labeling for these 
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products includes the statement: "If re-treatment becomes necessary earlier than four weeks, do 
not re-treat more than once weekly." 

There were no deaths during the study. Following all treatments, a rough hair coat condition at 
the application site was noted on 3-14 puppies of both groups, and white powder was 
occasionally noted at the application sites; however, there were no signs of irritation. One 
puppy from the test substance group was found to have ocular discharge and "crusty patches" 
on its ventral abdomen, by the lip and under each eye on study day 36. The puppies completed 
treatment for coccidiosis on study day -8. During the remainder of acclimation, in the test sub­
stance group there were two observations of loose feces with mucous and five observations of 
diarrhea, with or without mucous or red colored mucous, exhibited by four animals. In the 
vehicle control group, there were two observations of loose feces with mucous, exhibited by 
two animals. 

During the treatment/observation period, in the vehicle control group, there were seven 
observations of diarrhea (including one with blood) exhibited by 5 animals, and in the test 
substance group, there were 2 observations of diarrhea, 4 observations of loose feces with 
mucous (all four of these observations were made on a single female on day I4 post­
application), and one observation of only red mucous. It is noted that there was an increased 
incidence of loose stools in a considerable number of animals (in both treatment groups) 
following the second (day 14) treatment. In the test material group, 6114 puppies had loose 
stools (one with mucous) at one or more times on day 14 following treatment; only one of these 
puppies had shown this symptom on day 14 prior to treatment. In the vehicle control group, 
5114 puppies had loose stools after treatment; none had shown this symptom on day 14 before 
treatment. This was not observed on treatment days 7 and 21, and an examination of the data 
for day 0 indicates the 3/14 puppies in the test material group showing this symptom after 
treatment had also shown it before treatment on that day, whereas the 3114 in the vehicle 
control group showing this symptom had it only after treatment. Mean leukocyte counts were 
slightly elevated on study days 1 and 22 for the test substance group and on study day I for the 
vehicle control group, and the mean neutrophil count for the test substance group was also 
slightly elevated on study day 1; however, the mean neutrophil count for all puppies on the 
study was slightly elevated on day -1 (preexposure) as was the leukocyte count. There were no 
treatment related effects on body weights or food consumption. 

The guideline states that animals should be free from infectious diseases which could 
complicate the interpretation of study results. It is concluded that, while marginal (in the 
vehicle control group there were 7 observations of diarrhea -one with blood- exhibited by 5 
animals, and in the test substance group there were 2 observations of diarrhea in 2 separate 
females, 4 observations of loose feces with mucous made on a single female on day I 4 post­
dosing, and one observation of red mucous, exhibited by a male on day 22) these incidences 
are low enough that we can consider the srudy not to be compromised. In addition, the puppies 
had adequate weight gains during the treatment period. Overall, it appears that the puppies 
were infected when they arrived at the laboratory but were adequately treated. In addition, they 
may have been under some stress. The Agency recognizes the difficulties inherent in 
conducting this type of study under these circumstances, particularly when treatment has to be 
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initiated when the animals are no more than seven weeks old and there are severe scheduling 
constraints. 

It is also noted that this formulation is similar to those of a nwnber of existing registered 
products, except for the addition of 0.9% pyriproxyfen for efficacy against flea eggs. 
Pyriproxyfen is known to have extremely low toxicity (both acute and chronic) to mammalian 
species. ln addition, the proposed products which this study is supporting contain 0.46% 
pyriproxyfen, rather than 0.9%. 

Despite the fact that the puppies may not have been entirely free of infection, and despite some 
deficiencies in the reporting of the data, the study is classified as Acceptable as a companion 
animal safety study (OPPTS 870.7200) in puppies. The lack of any indications of a consistent 
toxicological response following exposures (a total of 4) to 5X label-specified use applications 
of the test material indicates that an adequate safety margin exists for this formulation and its 
proposed use on puppies 7 weeks of age and older. 

COMPLIANCE: Signed and dated Quality Assurance, Data Confidentiality, and Good 
Laboratory Practice Statements were present. 

I. MATERIALS 

A. Test material 

9.1% (w/w) Imidacloprid with 0.9% (w/w) Pyriproxyfen Spot-on Formulation 
(Advantage Plus• 10, 20, 55, and 100 for Dogs) 

Description: not provided 
Lot No.: 99-901-66 
Active Ingredients: Imidacloprid, 9.1% (w/w); Pyriproxyfen, 0.9% (w/w) 
Storage Conditions: in the dark in a closed cabinet at room temperature . 

B. Administration 

Topical (spot-on). From p. 17 oftvfRID 45097101: "The dose was administered 
topically on the back. To avoid dose run off, the dose was applied on the top of the back 
from the shoulder to the base of the tail." This is consistent with proposed labeling. 

C. Vehicle 

This consisted of the product formulation less the active ingredients. 

D. Test animals 

Species: Dog 
Breed: Beagle 
Age and weight at study initiation: 7 weeks; males: 1.13-2.29 kg; females: 1.15-1.77 kg 
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Source: Marshall Farms USA, Inc., 5800 Lake Bluff Road, North Rose, NY 14516 
Housing: Individually in runs of30.3-36 square feet and greater than 6 feet high. 
Diet: Commercial dry and canned food (Hill's Pet Nutrition, Inc. and subsidiaries), once 

daily 
Water: Potable water, ad libitum 
Environmental conditions: not provided 
Acclimation period: I4 days; puppies were vaccinated against canine parvovirus on the 

second day of the acclimation period and were re-vaccinated on the eleventh day of 
the acclimation period (study days -I3 and -4) 

II. STUDY DESIGN 

A. In life dates: start: September I4, 1999; end: October 20, 1999 

B. Animal assignment/ dosage and administration 

I. 

Puppies were assigned to the groups in Table I using stratified blocked randomization 
according to weight. Group I received the test substance, and Group 2 received the 
vehicle without the two active ingredients; puppies in both groups each received a 
volume of 2.0 mL/puppy at the time of each application. ln the case of Group I, this 
was equivalent to the 5X use rate volume of the test substance. In the case of Group 2 it 
was approximately 5.6X the normal use rate of vehicle. Treatments were applied to 
three or more application sites on the top of the back, from the shoulder to the base of 
the tail (p. 17 ofMRID 45097I: "To avoid dose run off, the dose was applied on the top 
of the back from the shoulder to the base of the tail.") Animals were dosed on Study 
Days 0, 7, I4, and 21. Dose volumes for treatments on study days 0 and 7 were 
determined using body weights from study day -I (all puppies weighed less than I 0 
lbs). Dose volumes for treatments on study days I4 and 2I were determined using body 
weights from study day 13 (again, all puppies weighed less than I 0 lbs) . 

TABLE I. Study design 

Number of animals Dose volume (mL)! 
Number of 

Group applications• 
Male Female multiple of recommended dose 

Test substance 7 7 2.0 mL/5X 4 

2. Vehic<e control 7 7 2.0 mL!5.6X 4 

Dala taken from pp. 12-14, 16-)7 MRID 45097101. 
'Treatment applicalions were made on Days 0, 7, 14, and 21. 
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C. Dose selection rationale 

The study was conducted as a limit test using 5 times the recommended dose volume. 
The product, as proposed for registration, would be dosed at the following pre-measured 
dose volumes: 0.4 mL for dogs or puppies weighing ~ 10 lbs., 1.0 mL for dogs or 
puppies weighing 10-20 lbs., 2.5 mL for dogs or puppies weighing 21-55 lbs., and 4.0 
mL for dogs or puppies weighing greater than 55 lbs. The puppies in the test substance 
group all received 2.0 mL dose volumes, since they weighed less than 10 lbs. The 
vehicle control group received the vehicle at a dose volume equal to 5 times the 
recommended use volume of the test substance, which was equivalent to 5.6 times the 
recommended dose volume of the vehicle. The product is intended for once a month 
use; however, the label states that '"if re-treatment becomes necessary earlier than four 
weeks, do not re-treat more than once weekly." The study therefore included repeated 
treatments at weekly intervals for a total of four treatments. 

D. Experimental design 

The puppies were observed daily during study days -I4 through -I (the acclimation 
period), and twice daily during study days 0 through 37 except on dosing days, when 
the animals were observed once prior to dosing and 4 times, approximately I hour apart, 
following dosing. These observations included evaluation of the "clinical condition" of 
the eyes, appetite, feces, respiration, behavior changes, locomotion and musculature, 
skin, and any signs of vomiting. Physical examinations were conducted prior to the 
acclimation period and on study days -I and 37. Body weights were recorded on study 
days -I4, -7, -I, 13, 28, and 37. Food consumption was recorded once d.aily during the 
acclimation period and twice daily during the study, except on dosing days, when it was 
evaluated 5 times; in all cases, a daily summary of food consumption was also made. 
The amount of food consumed was estimated visually and scored as 1, 2, or 3, 
indicating, respectively, that greater than or equal to 75%, 25-75%, or less than 25% of 
the food was consumed. 

E. Pathological parameters 

Baseline blood samples were collected on study days -7 and -I, and post-treatment 
blood samples were coilected on study days I, 22, and 37. The report did not include 
mention of the particular venipuncture site or sites used or whether the animals were 
fasted overnight prior to blood collection. To avoid drawing excessively large volumes 
of blood from puppies as young as 6 weeks of age, coagulation parameters were not 
measured. The CHECKED (X) parameters were examined. 
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a. Hematology 

25: 25: 
X Hematocril {HCT)* X Leukocyte differential counl* 
X Hemoglobin (HGB)* X Mean corpuscular HGB {MCH)* 
X Leukocyte count (WBC)* X Mean corpusc. HGB conc.(MCHC)* 
X Erythrocyte counl (RBC}* X Mean corpusc. volume (MCV)* 

Platelel count Reticulocyle counl 
Blood clotting measuremenls 

(Thromboplastin time) 
(Clotting time) 
(Prothrombin time)* 
(Activated partial thromboplaslin time)* 

Ery!hrocyle morphology 

*Recommended m OPPTS 870.7200 Gutdelmes. 

b. Clinical chemistry 

~ ELECTROLYTES X OTHER 

X Calcium* X Albumin* 
X Chloride* X Blood crealinine* 

Magnesium X Blood urea nitrogen* 
X Phosphorus* To!al Choleslerol 
X Polassium* X Globulin* 
X Sodium* X Glucose* 

X Total and direcl bilirubin* 
ENZYMES X Total serum protein* 

X Alkaline phosphatase(A LK)* (TP) 
Cholineslerase(ChE) Triglycerides 
Crealine kinase Serum protein electrophoresis 
Laclic acid dehydrogenase(LDH) Albumin/Globulin ralio 

X Serum alanine amino- transferase (also SGPT)* X Calcium/phosphorus ralio 
X Serum aspartate amino- transferase( also SGOT)* X Blood urea nilrogenlcrealinine ratio 

Gamma glutamyl transferase(GGT) X Sodium/potassium ratio 
Amylase 
Glutamale dehydrogenase 

*Recommended m OPPTS 870.7200 GULdelmes. 

F. Statistics 

Baseline body weight and clinical pathology values were calculated for each animal by 
averaging the pre-treatment measurements. Body weight data were analyzed by first 
comparing the baseline body weights of the two groups by sex with a two-sample t-test. 
Body weight changes from baseline were calculated for each post-treatment day (study 
days 13, 20, 28, and 37), and body weight changes were then analyzed by sex with a 
repeated measure analysis of covariance including terms for Group, Animal (random), 
Day, and Group* Day interaction with baseline body weight as the covariate. Clinical 
pathology data were analyzed using a multivariate repeated measures AN OVA, 
including terms for Group, Sex, Animal (random), Day, and Group*Day interaction. If 
the Sex effect was statistically significant at the 0.10 level, the data were analyzed by 
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sex with a multivariate repeated measures ANOV A including terms for Group, Animal 
(random), Day, and Group*Day interaction. If the Group*Day interaction was 
statistically significant at the 0.10 level, the data were graphed to investigate the nature 
of the Group by Day interaction, and the data for each study day were compared with 
normal ranges. 

G. Disposition of animals 

Not reported. 

H. Compliance 

Signed and dated Quality Assurance, Data Confidentiality, and Good Laboratory 
Practice Statements were present. 

Til. RESULTS 

A. Exposure levels 

Each 2.0 rnL of the product contained 200 mg of imidacloprid and 20 mg of 
pyriproxyfen. For thirty days' efficacy, the minimum desired efficacious dose for 
imidacloprid is I 0 mglkg, and the desired minimum efficacious dose for pyriproxyfen is 
0.5 mglkg. In terms of desired minimum efficacious doses, the exaggerated doses used 
in the study ranged from 6.8X to 17.3X for imidacloprid and 13.6X to 34.6X for 
pyriproxyfen. 

B. Mortality 

There were no deaths during the study . 

C. Clinical signs 

Clinical observations are presented in Tables 2 and 3. Both during the acclimation 
period and the treatment/observation period, there were many incidences of abnormal 
feces, particularly "loose (soft) feces," but also loose feces containing mucous or 
diarrhea with or without mucous or a red color (blood?). During acclimation, on study 
days -12 to -8, all of the animals were treated for coccidiosis with Sulfamethoxazole and 
Trimethoprim. From study days -7 through -1, in the test substance group there were 
two observations of loose feces with mucous and five observations of diarrhea 
(including one with mucous and one with red colored mucous) exhibited by four 
animals, and one of these animals also had loose feces with mucous on study day 0, 
prior to treatment. During the same period, in the vehicle control group there were two 
observations ofloose feces with mucous, exhibited by two animals. A considerable 
number of these occurrences in both groups were on days -12 through -10, possibly 
correlating with treatment for coccidiosis. l11ere were continued incidences of abnormal 
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feces during the treatment/observation period. In the test substance group, one animal 
exhibited loose feces with red mucous prior to treatment on study 0 and diarrhea on day 
30, one animal exhibited loose feces with mucous at all four post-treatment observations 
on study day 14, one animal exhibited red mucous on study day 22, and one animal 
exhibited diarrhea on study day 29. In the vehicle control group, one animal exhibited 
diarrhea on study day 7 prior to treatment, one animal exhibited diarrhea with blood 
prior to treatment on study day 21, one animal exhibited diarrhea on study days 29 and 
30, one animal exhibited diarrhea on study day 30, and one animal exhibited diarrhea on 
study days 33 and 34. One animal in the vehicle control group was diagnosed with 
coccidiosis on study day 17 and treated with sulfadimethoxine for five days at 25 mg/lb 
on the first day and 12.5 mg/lb for the next four days. No mention was made of fecal 
examinations being done, and there were no results from fecal examinations included in 
the report. It is therefore unclear exactly how the puppy was diagnosed, as his 
symptoms were less severe than those of some of the other puppies in both groups (2 
incidences of "loose feces" during study days 0-16, with no incidences of diarrhea or 
feces containing mucous). In the test substance group, "loose feces" with no mucous 
were exhibited by 12/14 puppies during acclimation and 11/14 puppies during 
treatment/observation on a total of 16 and 71 occasions, respectively, and in the vehicle 
control group they were exhibited by 9/l4 animals during acclimation and 13/14 
animals during treatment/observation on a total of 12 and 82 occasions, respectively. In 
the test substance group 31171 observations of"loose feces" (without mucous) occurred 
on treatment days and, of these 31 observations, 22 occurred after treatment, while in 
the vehicle control group, 26/82 occurred on treatment days, with 20/26 of these from 
after treatment. There were also infrequent incidences of vomiting: 2 incidences during 
acclimation in the test substance group, and 2 incidences during treatment/observation 
in the vehicle control group. One puppy in the test substance group appeared to be 
favoring its left hind leg following treatment on study day 0. On study day 36 
(presumably at physical examination by the veterinarian), one puppy from the test 
substance group was found to have ocular discharge and "crusty patches" on its ventral 
abdomen, by the lip and under each eye. Following all treatments, a rough hair coat at 
the application site was noted on 3-14 puppies of both groups. Fallowing treatment, 
white powder was noted on the application sites of3 puppies of the test substance group 
on day 0, and 1 puppy of the test substance group and 3 puppies of the vehicle control 
group on day 14. No signs of erythema, edema, or alopecia at the application sites were 
reported in any of the treated animals. 
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TABLE 2. Clinical observations of puppies prior to treatment with lmidacloprid/Pyriproxyfen Spot-on 
Formulation (number of occurrences/number of animals that exhibited the clinical sign) 

Treatment group 
Observation 

1. Test substance 2. 

Abnormal stools (of any descriplion): 36/13 

loose stools 21113 

loose stools with mucous Ill 

loose stools with red-colored mucous 2/2 

feces comprised of mucous only 1/1 

diarrhea 5/4 

diarrhea with mucous 2/2 

diarrhea with red colored mucous Ill 

green diarrhea 0 

mucoid feces 2/2 

normal stools with mucous Ill 

Vomiting 2/2 

Rapid respiration 2/2 

Slow respiration 1/1 

Congested or mucopurulent' 0 

Total incidences of abnonnal feces, excluding 
15/7 

those described merely as "loose" 

Total incidences ofabnonnal feces, excluding 
those described merely as "loose," occurring 

6/4 after completion of treatment with 
Sulfamethoxazole Trimethoprim 

Data taken from Tables 6A-6G and 7A-7G, pp. 33-40, MRID 45097101. 
' No further explanation provided in table footnotes or text. 
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Vebicle control 

20/11 

16/10 

3/3 

0 

0 

0 

0 

0 

Ill 

0 

0 

0 

414 

0 

2/2 

4/3 

212 
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TABLE 3. Clinical observations of puppies during treatment with lmidacloprid/Pyriproxyfen Spot-on 
Formulation (number of occurrences/number of animals that exhibited the clinical sign) 

Treatment group 
Observation 

I. Test substance 2. Vehicle control 

Abnonnal stools (of any description): 70/12 87/13 

loose stools 66/11 78fl3 

loose stools with mucous ill 0 

red mucous only I/] 0 

diarrhea 212 6/4 

diarrhea with blood 0 1/1 

Vomiting 0 212 

Ocular discharge and "crusty patches" on 
I/] 0 ventral abdomen, by the lip and under each eye 

Favoring leg following treatment I/] 0 

Total incidences ofabnonnal feces, excluding 
4/4 715 

those described merely as "loose" 

Data taken from Tables 6A-6G and 7A-7G, pp. 33-40, MRID 45097101. 

D. Body weight and weight gain 

Body weight and weight gain data are given in Table 4. The statistical report stated that 
there was no significant difference between groups in the post-treatment change in body 
weights from baseline, which was the average of weights from study days -14,-7, and­
l. Nine/14 puppies from the test substance group and 6114 puppies from the vehicle 
control group lost weight during the first and/or second week of acclimation, but all 
puppies gained weight during the day -1-13, 13-28, and 28-35 intervals. Mean pre­
treatment (days -14 through -1) body weight gains (calculated by reviewer) for all 
groups (males, females and combined sexes from the test substance and vehicle control 
groups) were much smaller than post-treatment body weight changes for days -1 to 13 
and 13 to 28 (-0.05-0.23lbs vs. !.23-2.14lbs). 
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TABLE 4. Mean body weights and body weight gains• of puppies 
treated with Jmidacloprid/Pyriproxyfen Spot-on Formulation (lbs). 

1. Test substance 2. Vehicle control 
Study day 

Combined sexes Males 

-14 3.24 3.26 

-7 3.25 3.40 

-1 3.25 3.44 

13 4.88 5.30 

28 6.80 7.44 

35 8.30 9.15 

-14Jo-7 0.01 0.14 

-7 to -1 0 0.04 

-14to-I 0.01 0.) 8 

-I to 13 1.63 1.86 

13 to 28 1.92 2.14 

28 to 35 1.50 1.71 

Data taken from Table 4A, p. 30, MRID 45097101. 
•calculated by conJract reviewer. 

E. Food consumption 

Females Combined sexes Males 

3.21 3.07 3.31 

3.1 I 3.15 3.42 

3.06 3.27 3.48 

4.46 4.86 5.43 

6.17 6.59 7.50 

7.44 8.09 9.23 

-0.10 0.08 0.11 

-0.05 0.12 0.06 

-0.15 0.20 0.17 

1.4 1.59 1.95 

1.71 1.73 2.07 

1.27 1.5 1.73 

Females 

2.83 

2.88 

3.06 

4.29 

5.68 

6.94 

0.05 

0.18 

0.23 

1.23 

1.39 

1.26 

All of the puppies on the study were fed the following amounts offoOO, once daily: on 
study days -14 to -13, 3 oz, on study days -12 to 16, 3 oz + 1 tablespoon, on study days 
17 to 28, 4.5 oz, and on study days 29 to 35, 6.5 oz. The animals generally either 
consumed greater than or equal to 75% or 25-75% of their food. During acclimation, 
7/14 animals in the test substance group ate less than 25% of their food on one or more 
days for a total of 14 occurrences, and 4/14 animals in the vehicle control group ate less 
than 25% of their food on one or more days for a total of6 occurrences. Dwing 
treatment/observation, 3/14 animals in the test substance group ate less than 25 %of 
their food on a total of 4 occasions, and 3/14 animals in the vehicle control group ate 
less than 25% of their food on a total of 5 occasions. The study author attributed 
differences tn food consumption to feeding the same amount of food to all animals 
irrespective of differences in body weight and growth rate. 
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F. Hematology 

Statistically significant (p<O.IO) Group* Day interactions were found for some 
hematology parameters, including neutrophils, platelets, and leukocytes in the pooled 
sexes, and MCHC in females. At all time points for both groups, the mean values for 
platelets fell within the reference range, so intergroup differences were considered 
biologically insignificant. Mean leukocyte counts were slightly elevated above the 
reference range (5~ 17 x 1 03/,u.L) on study days I and 22 for the test substance group 
(20.16 and 17.61 x 1 03/,u.L, respectively) and on study day 1 for the vehicle control 
group (17.1 x I 03/,uL). The mean neutrophil count for the test substance group was also 
slightly elevated on study day I (12.6 x 103/,u.L vs. a reference range of3-12 x 103/,u.L). 
Mean MCHC values for both sexes of both groups were decreased below the reference 
range at baseline and on days I, 22, and 35. Without the use ofnonnal reference range 
values for animals of this age for the laboratory used to test the blood or a complete 
table of incidences of values outside the reference ranges, this reviewer is unable to 
definititively state that there were no alterations in any other erythrocyte parameters 
(hematocrit, hemoglobin, erythrocyte count, MCH, and MCV). 

G. Clinical chemistry 

Statistically significant (p<O.l 0) Group* Day interactions were found for some blood 
chemistry parameters, including calcium for the pooled sexes, glucose for males, and 
chloride for males and females. At all time points for both groups, the mean values for 
calcium (for the pooled sexes) and glucose (for males) fell within the provided reference 
ranges, so intergroup differences were considered biologically insignificant. For 
animals in the test substance group, mean chloride concentrations were decreased on 
study day one for both sexes and on study day 35 for females. For animals in the 
vehicle control group, mean chloride concentrations were decreased on study days 1, 22, 
and 35 in both males and females, and for males only, the baseline concentration was 
also decreased. 

H. Necropsy findings 

As there was no mortality, necropsies and histopathological examinations were not 
performed. The Guidelines for this type of study do not require terminal sacrifice. 

IV. DISCUSSION 

A. There were no deaths during the study. Following all treatments, a rough hair coat 
condition at the application site was noted on 3-14 puppies of both groups, and white 
powder was occasionally noted at the application sites. There were no signs of irritation 
at the dose sites. One puppy in the test substance group appeared to be favoring its left 
hind leg following treatment on study day 0, and there were two occurrences of 
vomiting (once on day 14 following treatment and once on day 17) by puppies in the 
vehicle control group. These were not considered to be adverse effects. One female 
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puppy from the test substance group had slight ocular discharge from the right eye and 
"crusty patches" on its ventral abdomen, by the lip and under each eye on study day 36. 

Both during the acclimation period and the treatment/observation period, there were 
many observations of"loose (soft) feces," and occasional occurrences of loose feces 
containing mucous or diarrhea with or without mucous or blood. All animals were 
treated for coccidiosis during acclimation, but continued showing similar signs up to 
and including the day prior to treatment. In the test substance group, the observation of 
"loose feces" with no mucous was exhibited a total of21 times by 13 puppies during 
acclimation and predosing on day 0, and 63 times by 11 puppies during 
treatment/observation; Of31 occurrences on days of treatment (days 0, 7, 14, 21) 9 
(including 5 on day 0, including in the total above during acclimation and predosing) 
occurred before treatment and 22 occurred after treatment. In the vehicle control group, 
the observation of"loose feces" with no mucous was exhibited 15 times by 9 animals 
during acclimation and 74 times by 13 animals during treatment/observation. There 
were 24 occurrences on treatment days (including 4 on day 0) and of these 18 occurred 
following treatment. However, it is emphasized that what appears to be a significantly 
increased incidence on days of dosing may be an artifact from the increased number of 
observations on these days (during this period puppies were being observed twice a day, 
except for days of dosing, when they were observed pre~dose, and at 4 later times, at 1 
hr, 2 hrs, 3 hrs and 4 hrs, post~dosing). As a result, a puppy, such as #431 in group I is 
reported as showing 5 occurrences of loose stools on day 14, once before application of 
the test material, and 4 times afterwards. If this had occurred on a non-application day, 
this puppy would have been reported as having 2 occurrences ofloose stools (A.M. and 
P.M.). 

Loose feces are not necessarily an abnormal finding among research dogs and puppies, 
and although at first glance there does appear to potentially be a treatment related 
pattern to the occurrences of loose feces, there may instead be something else going on . 
The puppies may have been stressed by the change in routine on treatment days, or 
perhaps there were more observations ofloose feces on those days simply because there 
were more observation periods. Coprophagia is common in puppies of this age, so 
some observations ofloose feces may have been "missed" on days when the puppies 
were only observed twice. However, mucoid feces, loose feces with mucous, and 
diarrhea with or without mucous are all abnormal and should not be seen in healthy 
animals. 

The puppies completed their treatment for coccidiosis on study day -8, but from study 
day ~7 through study day -1, in the test substance group there were two observations of 
loose feces with mucous and five observations of diarrhea (including one with mucous 
and one with red colored mucous) exhibited by four animals, and one of these animals 
also had loose feces with mucous on study day 0, prior to treatment. During the same 
period in the vehicle control group there were two observations ofloose feces with 
mucous, exhibited by two animals. 
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Incidences of abnormal feces continued during the treatment/observation period. In the 
vehicle control group, there were seven observations of diarrhea,( one of these with 
blood) exhibited by 5 animals (on day 7 predose in one animal, with blood on day 21 
predose in one animal, in one animal on days 29 and 30, in another on day 30, and in 
one animal on days 33 and 34), and in the test substance group, there were 2 
observations of diarrhea (one on day 29, and one on day 30, in 2 separate females), 4 
observations ofloose feces with mucous (all four of these observations were made on a 
single female on day I 4 post-dosing), and one observation of (only?) red mucous, 
exhibited by a male on day 22. One animal in the vehicle control group was diagnosed 
with coccidiosis on study day 17 and treated. It is unclear how this diagnosis was made; 
there was no mention of fecal examinations being done, there were no results from fecal 
examinations included in the report, and this puppy's symptoms were less severe than 
those of some of the other puppies in both groups (2 incidences of"loose feces" during 
study days 0-16, with no incidences of diarrhea or feces containing mucous). If at some 
point during the study fecal examinations were done which indicated that this nearly 
asymptomatic puppy had coccidiosis while the others that were showing symptoms did 
not have coccidiosis, then those results should have been included in the study to aid in 
interpretation. 

It is noted that there was an increased incidence of loose stools in a considerable nwnber 
of animals (in both treatment groups) following the second (day 14) treatment. In 
Group l puppies 6114 animals showed loose stools (one with mucous) at one or more 
times following treatment; only one of these puppies showed loose stools before 
treatment. In Group 2 there were 5/14 with loose stools after treatment; none had shown 
this symptom before treatment. This was not observed on days 7 or 14, and an 
examination of the increased incidence of loose stools on day 0 following treatment (in 
3114 puppies in Group I and 3/14 in Group 2) shows that all3 puppies in Group I 
which showed this symptom post-treatment had shown it before treatment; whereas the 
3 in Group 2 showed it only following treatment . 

There were no clear treatment related effects on food consumption or body weights. 
However, mean two-week, pre-treatment body weight gains (calculated by the contract 
reviewer) for all groups (males, females and combined sexes from the test substance and 
vehicle control groups) were much smaller than post-treatment body weight changes for 
days -I to 13 and 13 to 28 (-0.05 to 0.23 lbs vs. 1.23 to 2.!41bs), and 9/14 puppies from 
the test substance group and 6114 puppies from the vehicle control group lost weight 
during the first and/or second week of acclimation. During the first five months of life, 
puppies are supposed to gain 1-2 g/day per pound (2-4 g/day/kg) of the expected adult 
weight (Hoskins, p. 4 73), and weight losses, especially, ongoing ones, must be 
scrutinized carefully. Obviously, weight loss or failure to thrive during acclimation 
does not represent a treatment effect; however, it suggests that the puppies began the 
study with compromised health and nutritional status, possibly at least partially due to 
stress associated with weaning, change in surroundings etc. 
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Mean leukocyte counts were slightly elevated above the reference range on study days 
I and 22 for the test substance group and on study day I for the vehicle control group. 
The mean neutrophil count for the test substance group was also slightly elevated on 
study day 1. The elevated leukocyte and neutrophil counts could represent either a 
treatment related effect or be due to coccidiosis or other infection. Unfortunately, 
clinical pathology testing was not repeated on study day 7, so it is unknown whether 
there were any further changes in these parameters between study days 1 and 22. Mean 
MCHC values for both sexes of both groups were decreased below the reference range 
at baseline and on days 1, 22, and 35. This does not represent a treatment effect but 
may be consistent with iron deficiency, in which one would also expect to see decreased 
hematocrit, hemoglobin, erythrocytes, MCH, and MCV. Without the use of normal 
reference range values for animals of this age for the laboratory used to test the blood or 
a table ofincidences of values outside the reference ranges, this reviewer is unable to 
definitely state that none of these fmdings was present. For animals in the test 
substance group, mean chloride concentrations were decreased on study day one for 
both sexes and on study day 35 for females. For animals in the vehicle control group, 
mean chloride concentrations were decreased on study days 1, 22, and 35 in both males 
and females, and for males only, the baseline concentration was also decreased. This is 
probably not treatment related. This finding would be most consistent with vomiting, 
but could also be the result of chloride losses through enteritis. 

The study author stated that "the fmdings of animals with coccidia, sporadic diarrhea or 
mucus in the feces, and frequent soft stools are considered not to be treatment related as 
these animals were weaned at five weeks of age and were becoming acclimated to 
puppy food." It is the opinion of this reviewer that acclimation to puppy food should 
not still be occurring seven weeks after the diet has changed. The guideline states that 
animals should be free from infectious diseases which could complicate the 
interpretation of study results, and, even at the beginning of the study the puppies could 
not be considered to be entirely free of infectious diseases. However, there was 
apparently some monitoring of the animals, as one animal in the vehicle control group 
was determined to have coccidiosis on day 17. 

B. Deficiencies 

Body weights were recorded on study days -14,-7, -1, 13, 20, 28, and 37, but were 
not recorded on study day 7. The vehicle control group received the vehicle at a 
dose volume equal to 5 times the recommended use volume of the test substance, 
which is equivalent to 5.6 times the usual use volume of the vehicle. The guideline 
specifies that the vehicle control should be administered at a 5X level and should 
contain the inert ingredients at the maximum levels that would appear in the 5X 
formulation; however, since this deviation resulted in the animals receiving slightly 
higher doses rather than lower doses, it is considered minor. 

The guideline specifies that if clinical pathology parameters are "altered" 24 hours post 
treatment, clinical pathology should be reassessed on day 7. There were alterations in 
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some clinical pathology parameters (leukocyte and neutrophil counts, and chloride 
concentrations) on study day I, but clinical pathology testing did not take place until 
study day 22. 

Due to the questionable health status of the animals during acclimation and up to and 
including the day prior to the initial treatment, the baseline values for the clinical 
pathology parameters are not necessarily indicative of normals from this laboratory for 
animals of this age, making it quite difficult to properly evaluate the clinical pathology 
data for this study (and the health status of the animals on the study). Normal reference 
range values for animals of this age for the laboratory used to test the blood or a table of 
incidences of values outside the ranges should have been included for all clinical 
pathology parameters instead of only the parameters for which statistically significant 
Group*Day interactions were found, and in the case of the latter, the data would need to 
be both pooled and separated by sexes. 

The statistical report stated that all neutrophil values for OOth groups were above the 
reference range throughout the study (including acclimation), and this agrees with the 
data in the provided table giving frequencies of values out of normal range for selected 
clinical pathology parameters (Table III.3); however, the report gave a reference range 
of3-l2 x 103/,uL, and all but one of the provided group mean values fell within this 
range. If all individual values are above the reference range, it is not possible for their 
means to fall within the range, and, moreover, in examining the individual data, many of 
the individual values do fall within the reference range. For example, for day 35 in 
Group I l2/l4 of the values fall within the reference range, one is low, and one is high. 
The report is clearly in error in one or more places. 

The statistical report states that statistically significant Group* Day interactions were 
found for MCHC in males (p. 87); however, the accompanying table (Table III.I, p. 87) 
gives the means and standard deviations for females, and the figure (Figure 111.1) is 
labeled "Mean Corpuscular Hemoglobin Cone Across Study Days by Treatment Group 
Males'' but is a graphic representation of the data for females. 

The guideline states that animals should be free from infectious diseases which could 
complicate the interpretation of study results. It is concluded that, while marginal (in 
the vehicle control group there were 7 observations of diarrhea- one with blood­
exhibited by 5 animals, and in the test substance group, there were 2 observations of 
diarrhea in 2 separate females, 4 observations of loose feces with mucous made on a 
single female on day 14 post-dosing, and one observation of red mucous, exhibited by a 
male on day 22) these incidences are low enough that we can consider the study not to 
be compromised. In addition, the puppies had adequate weight gains during the 
treatment period. Overall, it appears that the puppies were infected when they arrived at 
the laboratory but were adequately treated. In addition, they may have been under some 
stress. The Agency recognizes the difficulties inherent in conducting this type of study 
under these circumstances, particularly when treatment has to be initiated when the 
animals are no more than seven weeks old and there are severe scheduling constraints. 
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It is also noted that this formulation is similar to a number of existing registered 
products, except for the addition of 0.9% pyriproxyfen for efficacy against flea eggs. 
Pyriproxyfen is known to have extremely low toxicity (both acute and chronic) to 
mammalian species. It is also noted that the proposed products will contain 0.46% 
pyriproxyfen, rather than the 0.9% that was in the formulation as tested. 

Despite the fact that the puppies may not have been entirely free of infection, and 
despite some deficiencies in the reporting of the data, the study is classified as 
Acceptable as a companion animal safety study (OPPTS 870.7200) in puppies. The 
lack of any indications of a consistent toxicological response following exposures (a 
total of 4) to SX labe!Mspecified use applications of the test material indicates that an 
adequate safety margin exists for this formulation and its proposed use on puppies 7 
weeks of age and older . 
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ACUTE TOX ONE-LINERS 

1. DP BARCODE: 0265774 
2. PC CODES: 129099 lmidacloprid; 129032 Pyriproxyfen 
3. CURRENT DATE: September 8. 2000 
4, TEST MATERIAL: 9.1% (w/w) lmidacloprid with 0.9% (W/W) Pyriproxyfen Spot-On 

Formulation 

Study/Species/Lab 
MRID Results 

Tox. 
Study #/Date Cat. 

Companion anima( safety/adult dog 45097102 Formulation was applied N.A. 
(beagle)/Bayer Corporation, Agriculture topicaOy to a group of 6M and 6F 
Division, Animal Heallh/7512 t!APR-04- dogs. Dose vo(umes were 5.0 
2000 ml for dogs t t-20.4 lbs and at 

12.5 ml for dogs 20.5-55 lbs (5X 
label specified application rate) 
on study days 0, 7, t4 and 21. 
Controls (6M, 6F) were treated 
at the same dosage volumes 
with vehicle (formulation less 
active ingredients) on these 
days. Most prominent clinical 
sign was a rough appearance of 
hair at application sites fo(lowing 
treatment and up to 36 hrs later; 
however, there were no signs of 
derma( irritation. Lack of any 
consistent indications of a 
toxicological response following 
exposures {total of 4) to 5X 
label-specified use applications 
of the test substance indicates 
that an adequate safety margin 
exists for this formufalion and its 
proposed use on aduct dogs. Ct 
is also noted that this 
formulation is similar to some 
existing registered products, 
except for the addition of 0.9% 
pyriproxyfen, which has a 
relatively Cow mammaCian 
toxicity. 

Core Grade Key: A =Acceptable, S = Supplementary, U = Unacceptable, V = Self Validated 
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Study/Species/Lab 
MRID Results 

Tex. Core 
StudY #!Date Cat. Grade 

Companion animal safety/puppy 45097101 Formulation was applied NA A 
{beagle)/Bayer Corporation, Agriculture topically to a group of 7M and 7F 
Division, Animal Health/75119/APR-04· puppies which were 7 weeks of 
2000 age at the time of first 

application. Dose volumes were 
2.0 mUpuppy {5X the label 
specified dose of 0.4 ml for 
puppies ~ 10 lbs) on study days 
0, 7, 14 and 21. Controls {7M, 
7F) were treated at the same 
dosage volume with vehicle 
{formulation less active lngre-
dients) on these days. 
Following all treatments, a rough 

• hair coat condition at the 
application site was noted for 3-
14 puppies of both groups, and 
white powder was occasionally 
noted at the application sites; 
however, there were no signs of 
irritation. During the treatmentf 
observation period in the 
vehicle-control group there were 
7 observations of diarrhea {one 
with blood) in 5 animals, and in 
the test group there were 2 
observations of diarrhea, 4 
observations of loose feces with 
mucous {all 4 obsevations were 
from a single female on day 14 
post-application), and one 
observation of only red mucous. 
There was an increased ind· • dence of loose stools in a con· 
siderable number of animals 
(both treatment groups) on day 
14 post-application, but not on 
days 0, 7 or 2 t. Lack of any 
consistent indications of a 
toxicological response following 
exposures {total of 4) to SX 
label-specified use applications 
of the test substance indicates 
that an adequate safety margin 
exists for this formulation and its 
proposed use in puppies 7 
weeks and older. It is also 
noted tha1 this formulation is 
similar to some existing regis· 
tered products, except for the 
addition of 0.9% pyriproxyfen, 
which has a relatively low 
mammalian toxicity. 

Core Grade Key: A =Acceptable, S =Supplementary, U =Unacceptable, V =Self Validated 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY----~-~----- ---~-- -

WASHINGTON, D.C. 20460 

OFFICE OF 
PP.E'It:N"\"ION, PESTICIDeS AttO 

TOXIC SUBSTANCES 

SEP -7 2000 

Mr. F. Terry McNamara 
Bayer Corporation 
Animal Health, Agriculture Division 
P.O. Box390 
Shawnee Mission, KS 6620 I 

Subject: Applications for New Advantage Products 
Tox and Animal Safety Studies 
Reg Nos. For Tox Studies: 11556-REO, REI, RET, REL, REA 
RegNO. For ASS: 11556-11556-RGN 
Your subntission date, April 7, 2000 

Dear Mr. McNamara: 

Just a note to let you know that we are coming to a close with reviewing your six new 
product applications for Advantage. Enclosed is a copy of one completed animal safety study 
review and five tox study reviews. To complete the reviews, five animal safety study reviews are 
need. Upon completion, I will notiljl you as to when you can commence with label changes 
needed to satisfY registration- of your products. If there are questions, call me 703 305-5409 . 

Enclosure: 

Sincerely, 

-II 
Dani Daniel 
Insecticide-Rodenticide Branch 
Registration Division 7SOSC 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

August 30, 2000 

MEMORANDUM 

EPA File Symbol: 11556-REI Advantage• Plus 10 for Dogs 
DP Barcode: D265773 
Case No: 068809 

OFFICE OF 
PREVENTION, PESTICIDES 

AND 
TOXIC SUBSTANCES 

PC Codes: 129099 lmidacloprid; 129032 Pyriproxyfen \1 ..---a---.:, 
From: Byron T. Backus, Ph.D., Toxicologist f2, ~ 

Technical Review Branch 0 6' \ j o \ "L- D D o 

Registration Division (7505C) 

To: Helene DanielfTina Levine, PM 04 
Insecticide-Rodenticide Branch 
Registration Division (7505C) 

Registrant: Bayer Corp . 

ACTION REQUESTED: Review a six-pack of acute toxicity studies. These studies are 
being used to support the proposed registrations of 6 products, which will be used to 
control fleas on domestic animals. The MRID numbers of these studies are 45096904 
through 45096909. 

COMMENTS AND RECOMMENDATIONS: The six acute toxicity studies have all been 
classified as acceptable, and the proposed product, EPA File Symboi11556-REI 
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·_(ADVANTAGE PLUS 10 FOR DOGS) has the following acute toxicity profile: 

Acute Oral LD50 
Acute Dermal LD50 
Acute Inhalation LC50 
Primary Eye Irritation 
Primary Dennal Irritation 
Dennal Sens~ization 

Ill 
IV 
IV 
Ill 
IV 
No 

Acceptable 
Acceptable 
Acceptable 
Acceptable 
Acceptable 
Acceptable 

These studies were conducted on a fonnulation containing 9.1% Jmidacloprid and 
0.9% Pyriproxyfen. The proposed product has a label declaration of 9.1% Jmidacloprid 
and 0.46% Pyriproxyfen, with 90.44% inert ingredients. 

It is emphasized that there are additional studies (companion animal safety studies) 
which have been submitted in support of the registration of this product. These 
companion animal safety studies should be reviewed and classified as acceptable 
before this product is registered. 

• Since the Oral LD50 value is below 1500 mg/kg, and this product has residential uses, 
then it will require Child Resistant Packaging (CRP). 

The following is the precautionary labeling for this product, based on the acute toxicity 
profile given above, and as obtained from the Label Review System: 

Date: 08/30/00 LABEL REVIEW SYSTEM 

JD #: 011556-00128 Advantage Plus 10 for Dogs 

SIGNAL WORD: CAUTION 

PRECAUTIONARY STATEMENTS: 

• Hannful if swallowed. Causes moderate eye irritation. Avoid contact 
with eyes or clothing. 

STATEMENT OF PRACTICAL TREATMENT (SOPT): 

IF SWALLOWED: Call a poison control center or doctor immediately for 
treatment advice. Have person sip a glass of water if able to swallow. 
Do not induce vomiting unless told to by a poison control center or 
doctor. Do not give anything by mouth to an unconscious person. 

IF IN EYES: Hold eye open and rinse slowly and gently with water for 15-20 
minutes. Remove contact lenses, if present, after the first 5 minutes, then 
continue rinsing eye. Call a poison control center or doctor for treatment advice. 
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NOTE TO PHYSICIAN: 

Note to PM/CRM/Registrant: The proposed label should-contain a "N.ote 
to Physician." The following statements are suggested types of 
information that may be included, if applicable: 

technical information on symptomatology; 
use of supportive treatments to maintain life functions; 
medicine that will counteract the specific physiological 
effects of the pesticide: 
company telephone number to specific medical personnel who 
can provide specialized medical advice . 
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'DATA REVIEW FOR ACUTE ORAL TOXICITY TESTING (870.1100, formerly §81-1)) 

Product Manager: 04 
MRID No.: 45096904 

Reviewer: Byron T. Backus, Ph.D. 
Study Completion Date: September 30, 1999 
Study No.: 99-A12-DZ 

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas 
Author: Sturdivant, D.W. 

Quality Assurance (40 CFR §160.12): Included (p. 6-7) 

Test Material: lmidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light brown 
liquid, Lot No. 99-625-41 

Species: Rat; Wistar Hannover (Crl:Wi(Gix/BRUHan)tGS BR 
Age: Young adult (Males: 9-10 weeks; Females: approximately 12 weeks) 
Weight: Males: 194-242 g; Females: 159-207 g 
Source: Charles River Laboratories, Raleigh, NC 

Conclusion: 
1. LD., (mg/kg): 

Males: 
Females: 
Combined: 

2. The estimated LD10 Is 
3. Tox. Category: Ill 

= 1283 (95% C.L: 680-1678) mg/kg 
= 1000 (95% C.L: not calculable) mg/kg 
= not reported 
= tOOO mg/kg 
Classification: Acceptable 

Procedure (including deviations from 870.1100): "Groups of six male and six female rats 
were treated by gavage at varying concentrations of lmidacloprid (9.1%)/Pyriproxyfen (0.9%) 
Spot On in vehicle (deionized water/PEG 200 1:1 vlv): Groups of male _rats were treated at 
nominal doses of 1000, 1500 and 2000 mglkg while groups of female rats were treated at 
nominal doses of 500, 1000 and 2000 mglkg ... "Six male and six female rats were dosed with 
vehicle and seJVed as concurrent control groups. • 

e Results· . 
Number of Deaths/Number Tested 

Dosage (mg/kg)' 
Males Females Combined 

0 0/6 0/6 O/t2 

500 - 0/6 -
1000 1/6 3/6 4/12 

1500 5/6 - -
2000 5/6 6/6 11112 

• Average aotual doses were 0, 1038, 1542 and 2145 mg/kg for males and 0, 614, 1027 and 
2071 mg/kg for females. 
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Observations: There were no clinical signs of toxicity in the females dosed at 500 mg/kg. 
·symptoms at 1000 mglkg included: brown nasal staining, brown oral staining, decreased 
·activity, tremors and (females only) urine staining. Symptoms at 1500 and 2000 mglkg included 
ataxia, decreased activity and tremors. Mortalities, when they occurred, were on days 0 to 2. 

Gross Necropsy: ~The following compound-related gross observations were observed at 
necropsy only in animals that were found dead: salivation and nasal discharge in males and 
females, red discolored lungs and urine in males. There were no gross observations noted in 
females from the 500 mg/kg dose group or in males from the 1000 mg/kg dose group. Also, 
there were no gross observations noted in any surviving, treated male or female rats or in control 
male or female rats . 
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DATA REVIEW FOR ACUTE DERMAL TOXICITY TESTING (870.1200, formerly §81~2) 

Product Manager: 04 
MRID No.: 45096905 

RovloWIIF.ByroiH.-BacKus;l'lf.D.--------- · 
Study Completion Date: September 30, 1999 
Study No.: 99·A22·EA 

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas 
Author: Sturdivant, D.W. and Berry, LA. 

Quality Assurance (40 CFR §160.12): Included (p. 6-7) 

Test Material: lmidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light brown 
liquid, Lot No. 99-625-41 

Species: Rat; Wistar Hannover (Cri:WI(Gix/BRUHan)IGS BR 
Age: Young adult (Males: approximately 9 weeks; Females: approximately 12 weeks) 
Weight: Males: 192-245 g; Females: 174-210 g 
Source: Charles River Laboratories, Raleigh, NC 

Dermal LD., Testing: 

Conclusion: 
1. LD., (mg/kg): 

Males: 
Females: 
Combined: 

2. The estimated LD50 is 
3. T ox. Category: IV 

> 5000 mg/kg (0/6 died) 
> 5000 mg/kg (1/6 died) 
> 5000 mg/kg (1112 died) 
> 5000 mglkg 
Classification: Acceptable 

Procedure (including deviations from 870.1200): "Hair from the dor.;al and lateral areas of the 
trunk ... was removedon the day prior to dose application... Groups of six males and six females 
each received a single dose of either 0 (deionized water) mglkg or 5000 mg of the·undiluted test 
substance/kg of body weight. For the animals treated wnh the lmidacloprid (9.1%)/Pyriproxyfen 
(0.9%) Spot On, measured aliquots of the undiluted test substance were applied unifonnly ... 
directly to the shaved area of the animal's back and then a plastic.-backed, two--ply gauze 
patch ... was used to cover the dosed area ... The gauze patch was held in place with 
hypoallergenic tape. The animal was then wrapped with an elastic bandage, which was also 
secured with tape. After a minimum of 24 hours, the bandages and patch were removed and the 
dose site was wiped using paper towels dampened with tap water to remove as much test 
substance residue as feasible without inducing skin damage ... " 

Results· . 
Number of Deaths/Number Tested 

Dosage (mg/kg) 
Males Females Combined 

0 0/6 016 0112 

5000 016 1/6 1/12 

Observations: "One female from the 5000 mg/kg dose group ... was found dead on post-

6 

96 



• 

• 

treatment day 2 ... Clinical signs of red lacrimal staining, nasal staining, fecal and urine staining 
·in males and females are considered to be unrelated to treatment with the test substance since 
·they occurred at a comparable incidence in control and·tre"ated·animals:~These signs as well-as­
ungroomed appearance in two control males are ascribed to the manipulation and subsequent 
wrapping of the animal that is associated with dermal exposure and/or the use of Elizabethan 
collars ... Compound~related clinical signs of decreased activity, labored breathing, and rales 
were observed in one treated female which died on post-treatment Day 2. ~ 

Gross Necropsy: "There were no compound-related gross observations noted at necropsy for 
the males or females that survived until terminal sacrifice. Observations of nasal discharge and 
urine stained ventrum were observed in one treated female that was found dead on post­
treatment Day 2 and were considered compound~related. • 
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DATA REVIEW FOR ACUTE INHALATION TOXICITY TESTING (870.1300, fonnerly §81-3) 

Product Manager: 04 
MRID No.: 45096906 

Reviewer: Byron T. Backus, Ph.D. 
Study Completion Date: October 25, 1999 
Study No.: 99·A42-EB 

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas 
Author:· Sturdivant, D.W. 

Quality Assurance (40 CFR §160.12): Included (p. 6·7) 

Test Material: lmidaclopnd (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light brown 
liquid, Lot No. 99·625-41 

Species: Rat; Wislar Hannover (Crl:WI(Gix/BRUHan)IGS BR 
Age: Young adult (Males: approximately 9 weeks; Females: approximately 12 weeks) 
Weight: Males: 207·270 g; Females: 192-217 g 

Source: Charles River Laboratories, Raleigh, NC 

Conclusion: 
1. LC,. (mgll): 

Males: 
Females: 
Combined: 

2. The estimated LC,.Is 
3. T ox. Category: IV 

> 2.50 mg/L (0/6 died) 
> 2.50 mg/L (0/6 died) 
> 2.50 mg/L {0/12 died) 
> 4.21 mg/L 
Classification: Acceptable 

Procedure (including deviations from 8700.13): Exposure was for four hours, and was nose­
only. ·The test substance was generated as a liquid aerosol with a respirable particle size 
distribution.· 

Exposure Concentration± S.D. Number of Deaths/Number Tested 
mg!L 

(Analytically Determined) Males Females Combined 

0' 016 0/6 0/12 

2.50±1.10 016 016 0/12 
• " .. . 
A group of 6 male and 6 female rats was shamp-exposed to condtttoned a1r v1a the nose-only 

route for a single four-hour period.~ 

Clinical Observations: There were no deaths. ·clinical signs observed during this study were 
red perigenital staining, fecal staining and ungroomed appearance and were observed only on 
Day 0. Although the incidence ofthese signs was slightly higher in animals exposed to the test 
substance than air-control animals, they are considered a result of restraint during the exposure 
period and are not considered compound-related.~ 

Gross Necropsy Findings: ~No gross observations were observed at necropsy during this 
study." 

8 

98 



. 

• 

• 

Chamber Atmosphere 

1 
~ Analytical Nominal MMAD GSD 

2.50 3. 2.61 3.02 

59% of the particle mass was less than 4 !Jm, and 26% was less than 1 f.Jm. These percentages 
are the means of 5 samples. 

Other Information: 

Chamber Environment • 

Chamber Volume 27 L 

Airflow (exhaust flow rate) 28LPM 

Mean Chamber Temperature 23.5 ·c 
81%' 

rrhe high relative humidity is attributed to a high percentage of water contained in the test 
substance formulation. 
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DATA REVIEW FOR PRIMARY EYE IRRITATION TESTING (870.2400, previously §81-4) 

·Product Manager: 04 
MRID No.: 45096907 
Sponsor Study No.: 99C·I35-FG 

Reviewer:·£yron-Tc-Backus,-PhoD~-- ----·· 
Study Completion Date: November 19, 1999 
Study No.: Covance 90801932 

Testing Facility: Covance Laboratories Inc., Madison, WI 53704 
Author: Glaza, S.M. 

Quality Assurance (40 CFR §160.12): Included (p. 4) 

Test Material: lmidacloprid (9.1 %)/Pyriproxyfen (0.9%)/5.0% Water Spot On: a clear, light­
yellow liquid, Lot No. 99-901-73 

Dosage: 0.1 ml 
Species: Rabbtts: Albino, Hra(NZW) SPF strain 
Age: approximately 16 weeks of age 
Weight: 2.57-2.707 kg 
Source: Covance Research Products Inc., Kalamazoo, Ml 
Conclusion: 

1. Toxicity Category: Ill 
2. Classification: Acceptable 

Procedure (Including deviations from 870.2400}: Three rabbits were used. "The test 
substance was administered as received ... Initially one animal was treated and the results 
evaluated. Based on the irritation observed, the other two animals were then treated in the same 
manner. Each rabbit received 0.1 mL of the undiluted test substance placed into the everted 
lower lid of the right eye... The upper and lower lids were gently held together for 1 second to 
prevent loss of material and then released. The eyes of the rabbits remained unflushed 
immediately after treatment.• 

Number "posltlve"/number tested 

Observations Hours Days 

1 24 48 72 4 7 14 

Unwashed eyes 

Corneal Opacey 3/3 3/3 3/3 3/3 1/3 0/3 0/3 

Iritis 3/3 3/3 3/3 213 1/3 0/3 0/3 

Conjunctivae: 

Redness, 3/3 3/3 3/3 313 213 0/3 0/3 

Chemosis1 3/3 3/3 3/3 213 0/3 0/3 0/3 

Discharge1 3/3 213 3/3 213 0/3 0/3 0/3 

' 
.. 

Score of 2 or greater considered as a pos1trve effect . 

~Sodium fluorescein examinations were used to aid in revealing possible corneal injury at the 
observations conducted at 24, 48, 72, and 96 hours and Day 7 or unlil a negative response for 
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that anima! was obtained." 

.. ·-- ---·· --
·summary: "All 3 animals showed excessive pawing at the treated eye after test substance 
installation, and one animal vocalized following test substance instillation. AI! eyes had cleared 
by day 7 except for grade "1" conjunctival redness (not considered a positive response) in alf3 
eyes; at day 14 a/! scores were zero . 

11 
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DATA REVIEW FOR DERMAL IRRITATION TESTING (870.2500, previously §81-5) 

·Product Manager: 04 
MRID No.: 45096908 
Sponsor Study No.: 99C-125-DL 

Reviewer: Byron T. Backus, Ph.D. 
Study Completion Date: October 6. 1999 
Study No.: Covance 90503024 

Testing Facility: Covance LaboratorieS Inc., Madison, WJ 53704 
Author: Glaza. S.M. 

Quality Assurance (40 CFR §160.12): Included (p. 4) 

Test Material: lmidacloprid (9.1%)/Pyriproxyfen (0.9%)/5.0% Water Spot On; a clear, light· 
yellow liquid, Lot No. 99-625-41 

Dosage: 0.5 mL 
Species: Rabbit; albino, HRA:(NZW)SPF 
Ago: approximately 15 weeks old 
Weight: 2.308-2.554 g 
Source: Covance Research Products Inc., Kalamazoo, Ml 

Conclusion: 
1. Toxicity Category: IV 
2. Classification: Acceptable 

Procedure (including deviations from 870.2500): Three rabbits were used. gThe undiluted test 
substance was applied to the intact skin site on each animal's back {approximate exposure area 
6.25 crn2) in the amount of 0.5 ml. Each area of application was covered with an 8-ply 2.5-cm x 
2.5·cm gauze patch secured with paper tape, loosely overwrapped with s'aran Wra~, and 
secured with Elastoplasre tape to provide a semiocclusive dressing... At the end of the 4-hour 
exposure period, the patches were removed and the test sites were washed using liquid lvorye 
soap mixed with water, rinsed with water, and dried with disposable paper towels. Any residual 
test substance was removed from the test sites as thoroughly as possible without irritating the 
skin.~ 

Results: All scores (4, 24, 48 and 72 hrs) for erythema and edema were zero. The Pll = 0.0 

12 
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DATA REVIEW FOR DERMAL SENSITIZATION TESTING (870.2600, formerly §81-6) 

· Product Manager: 04 
MRID No.: 45096909 
Sponsor Study No.: 99C-124-DN 

· Reviewer:··Byron-T:-Backus, Ph.D.··-·· 
Study Completion Date: October 6, 1999 
Study No.: Covance 90503026 

Testing Facility: FMC Corporation Toxicology Laboratory, Princeton, NJ 08543 
Author: Freeman, C. 

Quality Assurance (40 CFR §160.12): Included (p. 4) 

Test Material: lmidacloprid (9.1%)/Pyriproxyfen (0.9%)15.0% Water Spot On; a clear, light­
yellow liquid, Lot No. 99-625-41 

Positive Control Material: alpha-hexylcinnamaldehyde 
Species: Guinea pigs, albino; Cri:(HA)BR 
Age: Young adult; 5-7 weeks of age at initiation of dosing 
Weight: 375-468 g 
Source: Charles River Laboratories, Inc., Kingston, NY 
Method: modified Buehler 

Conclusion: 
1. There Is no indication that this product is a dennal sensitizer. 
2. Classification: Acceptable 

Procedure (Including deviations from 870.2600): A group of 20 guinea pigs (10M and !OF) 
were exposed to the test material during both induction and challenge, whle an additional group 
of 10 (5M and SF) served as the naive controls, and were exposed at challenge only. In the 
induction phase, "the undiluted test substance was applied to each animal in the test group by 
placing 0.4 mL on an adhesive patch (Hill Top Chambe~, 25-mm diameter) and placing the 
patch on the induction site along the dorsal anterior left quadrant. The patch was covered with 
dental dam and overwrapped with ElastoplasP' tape. The dressing remained in place for a period 
of 6 hours after which it was removed. Any residual test substance was then removed from the 
application site using water and disposable paper towels. 

The laboratory test system was validated by using alpha-hexYicinnamaldehyde as a positive 
control within the previous six months (positive control study completed August 4, 1999; study 
with lmidacloprid (9.1%)/Pyriproxygeri (0.9%) Spot On was completed on Oclober 6, 1999). 

In the induction phase, 0.4 mL aliquots of the undiluted test material were applied using Hilltop 
Chambers, with 6-hour exposure periods. The animals in the test group received one 
application per week for a total of three applications. Challenge was 2 weeks after the last 
induction application with the same amount of test material at a· previously unexposed site; in 
addition to the 20 animals which had been previously exposed, a group of 10 naive animals was 
similarly treated. 

Results: There was no irritation (all scores were zero) at 24 hours following each induction 
application. At challenge, 2/20 previously induced animals, as well as 1!10 naive controls, 
showed a score of 0.5 at 24 hours. All animals (previously induced and naive control) scored 0 
at 48 and 72 hrs following challenge treatment. 
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ACUTE TOX ONE-LINERS 

1. DP BARCODE: 0265773 
2. PC CODE: 1290991midacloprid; 129032 Pyriproxyfen 
3. CURRENT DATE: August 30, 2000 
4. TEST MATERIAL: lmidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light 

brown liquid, Lot No. 99·625-41 (used for all studies except primary eye 
irritation); Lot No. 99-901-73 (used for primary eye irritation) 

Study/Species/Lab 
MRID Resutts Tox. Core 

Study #/Date Cat Grade 

Acute oral toxicity/rat/Sayer Corp. 45096904 lD., (M) • 1283 (95% C.L. Ill A 
T oxicology/99-A 12 -OZ/SEP-3Q-1999 680-1678) mglkg; lD., (F) • 

1000 (95% C.l. not 
calculable) mglkg 

Acute dermal toxicity/raL'Bayer Corp. 45096905 lD., > 5000 mglkg (0/6M, IV A 
T oxicology/99-A22·ENSEP·30-1999 1/6F females died following 

dosage at this level) 

Acute inhalation toxicity/raUBayer 45096905 LC50 > 2.50 mg/L (males, IV A 
Corp. Toxicology /99A42-EB/OCT-25- females, combined). No 
1999 mortalities following 4-.hr 

exposure to this 
concentration. 

Primary eye irritation/rabbit/Covance 45096907 Three eyes tested: All Ill A 
Laboratories lnc)Covance showed corneal opacity 
90801932/NOV-t9-1999 U1rough 72 hrs. All eyes had 

cleared by day 7 except for 
grade "1n conjunctival 
redness (not considered a 
positive response) in all3 
eyes; at day 14 all scores 
were zero. 

Primary dermal irritation/rabbit/ 45096908 All scores zero at 1, 24,48 IV A 
Covance Laboratories lnc./Covance and 72 hrs. PII•O.OO . 
90503024/0CT -6-1999 

Dermal sensitization/guinea pig/ 45096909 Not a sensitizer - A 
Covance Laboratories lnc./Covance 
90503026/0CT -6·1999 

Core Grade Key: A =Acceptable, S =Supplementary, U:: Unacceptable, V =Self Validated 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON. D.C. 20460 

JUN I 6 2000 
OFFICE OF 

PREVENTION, PESTICIDES AND 
TOXIC SUBSTANCES 

Mr. F. Terry McNamara -~/}.~j,!_t~ :. 
Bayer Corporation ' ~, 

Animalljealth, Agriculture Division 
P.O. Box 390 
Shawnee Mission, KS 6620 I 

Subject Application for New Dog Products 
Advantage Plus I 0 for Dogs 
Advantage Plus 20 for Dogs 
Advantage Plus 55 for Dogs 
Advantage Plus 100 for Dogs 
Your submission date, Apri17, 2000 

Dear Mr. McNamara: 

Reg No. I I556-REI 
Reg No. I I 556-REL 
Reg. No. I I 556-RET 
Reg. No. I I 556-RGN 

The labeling referred to above, submitted in connection with registration under the Federal 
Insecticide, Fungicide, and Rodenticide Act as amended is unacceptable for the reason listed 
below: 

The product chemistry reveiw for the above products have been completed. The chemist 
has detennined that your submitted labels and confidential statements of formula contains a 
number of deficiencies that need to be addressed. However, the animal safety study reviews and 
the tax reviews are yet to be completed. Please hold off making any corrections to the labels, 
until you receive the entire package. Enclosed are copies ·of the product chemistry reviews to 
help guide you in correcting the labels and the confidential statements of formula. If there are 
questions concerning these reviews, call me at 703 305~5409. 

Enclosure: 

Sincerely, 

II 
Dani Daniel 
Insecticide~ Rodenticide Branch 
Registration Division 7505C 
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DATE: 2/JUNE/2000 

SUBJECT: PRODUCT CHEMISTRY REVIEW OF MP [ J EP [X] 
DP BARCODE No.:D265772 REG./File Symbol No.:11556-REI 
PRODUCT NAME: Advantage Plus 10 for Dogs 

FROM: 

TO: 

COMPANY: Bayer Corporation 

Linda L. Kutney, Chemist 
?reduct Chemistry Team 
Technical Review Branch 

\....,...:,.)', L. ~ 
C-'--0~· 

ITRB)/RD (7505C) 

Tina Levine/Dani Daniel, PM #4 
Insecticide Branch/RD(7SOSCJ 

INTRODUCTION 

The Bayer Corporation has applied for registration of six new 
insecticides intended to kill fleas on different sizes of cats 
and dogs. All six of these products contain identical 
confidential statements of formula, CSFs (dated 4-7-00)and 
separate proposed labels, also dated 4-7-00. 

This review covers one of the six insecticides, the subject 
product named, Advantage Plus 10 for Dogs, Once-A-Month Topical 
Flea Treatment for Dogs and Puppies 7 Weeks and Older and 10 lbs. 
and Under, Reg. No. 11556-REI, which Bayer submitted a me-too 
application, based on their product Advantage 10, EPA Reg. No. 
#11556-117. 

The subject Advantage Plus product differs from the older 
Advantage product in that it includes 0.46% of an insect growth 
regulator pyriproxyfen, added to help control flea eggs, and 
contains an additional inert. The subject product reportedly 
controls larval and adult fleas, as well as flea eggs, and is to 
be applied to the back of the neck or shoulders of the dog. 

Bayer submitted the CSF and proposed label for the subject 
product and the studies entitled, "Imidacloprid/pyriproxyfen 
Spot ton Formulation {containing .5% water) Product Chemistry," 
dated 11-22-99, MRID 450969-03, "Product Chemistry of (10%w/v, 
9.1% w/w) Imidacloprid & (O.S% w/v, 0.46% w/w) Pyriproxyfen 
TopicalSolution -Product Identity, ComPosition and Analysis," 
dated 12-16-99, MRID 450969-02 and "Validation of Bayer Animal 
Health Test Method -TMC-14.02 for the Determination of 
Imidacloprid and Pyriproxyfen in the (10%w/v, 9.1% w/w) 
Imidacloprid & (0.5% w/v, 0.46% w/w) Pyriproxyfen Topical 
Solution Formulation by HPLC," dated 1-26-00, MRID 450969-01. 

The subject product is a liquid containing two active 
ingredients, a.i.'s, 9.10% imidacloprid 
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and 0.46% pyriproxyfen and 90.44% 
inert ingredients. 

FINDINGS 

TRB has reviewed this submission and reports the following 
findings: 

• All of the inert ingredients are cleared for use in 
formulated pesticides. 

• The CSF exceeds the limits for nominal, upper and lower 
limits of the a.i.'s (40CFR 158.175) and the nominal 
concentrations on the draft label and CSF are different. 

• The inerts listed on the CSF do not include the name and 
address of the suppliers . 

• The draft label contains appropriate storage and disposal 
instructions. 

• The enforcement method (40CFR 158.180) is labeled 
"Confidential Business Information." 

• Data requirements for product identity and composition 
(40CFR 158.155), production process (40CFR 158.162), 
formulation process(40CFR 158.165), impurities (40CFR 
158.1670), description of materials used in production 
(40CFR 158.160), preliminary analysis (40CFR 158.170) and 
submittal of samples (40CFR 158.190) are satisfied. 

• Group B Product chemistry requirements listed in Series 830 
Guidelines under 40CFR 158.190 are satisfied with the 
exception of explodability (830-6315), Storage Stability of 
the Product (830-6317), and miscibility (830-6319). 

• The subject product contains an a.i. and an impurity which 
is not present in the product Bayer wishe·s to "me-too," and 
the nominal concentrations and certified limits of the 
subject product and the product to be "me-too-ed" are 
different. 

• The pH and density of the subject product and the product 
the me-too application is based on are different. 

-2-
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CONCLUSION 

TRB has reviewed this submission and concludes the 
following: 

• Because the nominal concentrations of a.i.'s on the CSF are 
not identical to the label concentrations, the Registrant 
should resubmit the CSF and label and ensure that the 
concentrations of the a.i.'s are correct and identical. 

• The name and address of the suppliers of inerts should be 
included on a revised CSF. 

• 

• 

The enforcement analytical method (40CFR 158.180) will be 
satisfactory, providing the Registrant submits a new copy 
not labeled "Confidential Business Information." This is a 
3-97 FIFRA requirement (Section 10 (d) (1)) needed for 
enforcement purposes, etc. ' 

Group B Product chemistry requirements listed in Series 830 
Guidelines under 40CFR 158.190 explodability (830-6315), 
Storage Stability of the Product {830-6317), miscibility 
(830-6319) and dielectric breakdown voltage (830-6321) have 
not been fulfilled and should be submitted. 

The subject product, Reg. No. 11556-REI, is not 
substantially similar to EPA's Reg. No. 11556-117, 
from a product chemistry point of view, because it contains 
an additional a.i. and inert ingredient, and because the 
nominal and certified limits of the components are not 
substantially similar (see the Confidential Appendix for 
details) . 

-3-
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1. Reviewer: Linda L. Kutney 

2. Company: Bayer Corporation 

3. Type of Submission: Registration (X] Reregistration [ ] 
New (X] Resubmission [ ] Amendment [ ] "ME-TOO" [X] 
Alternate Formulation ( ] Experimental Use Permit [ ] 
Other (Specify) 

4. If "Me-TOO" Registration, this product is [ ] is not [X [ 
similar or substantially similar to EPA's Reg. No.: 

11556-117 
If not, comment in Confidential Appendix on the significant 
differences between the registered and the new source. 

CONFIDENTIAL STATEMENT OF FORMULA 

5. Type of formulation and the sources of active ingredients: 
• Non-integrated formulation system .....••.............. [X] 
• Are all technical grade active ingredients used 
registered? eyes (X] • no [ ], If no, specify 
• Integrated formulation system ......................... [ 

6. Clearance of intentionally added ingredients in the 
formulation for the intended use (indicate in the 
Confidential Appendix those that are not cleared; the PC 
Codes should be provided by the chemist on the CSF for those 
that are cleared): 

6 (a) Formulation intended 
• yes I I • no [X] 
Cleared under list: 

for food use under 40CFR§l80.1001: 
• Some are cleared, others are not [ ] 
•ell •ct[] •e[] 

Are there any limitations for use as an inert under 
40CFR§180.1001? 

6 (b) 

• yes [ J • no [X], If yes, specify 

Formulation 
• yes [X] 

intended 
• no [ J 

for non-food use: 
• Some are cleared, others are not [ ] 

6(c] Clearance by the FDA of certain formulations under 21CFR§l70 
to 199,e.g., (a) indirect food additives, such as food 
contact surface sanitizers; adhesives, coatings, paper and 
paperboard products that may contact food in packaging or 
holding; & (b) substances generally recognized as safe,GRAS 
• yes ( ] • no [X] • Some are cleared, others not [ J 
If yes, the entire formulation is cleared under 21CFR§ 

-4-
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7. The density, pH, and flammability values given on the CSF 
are identical with those of GRN 830.7300(density), 
830.7000(pH), and 830.6315(Flammability), respectively: 
• yes [X] • no [ J 

8. The nominal concentrations (NC] of the active ingredients 
and the upper and lower certified limits (UCL & LCL) are as 
follows: 

% by weight 
Active ingredient(s) REG-NO NC UCL LCL 

Imidacloprid 

Pyriproxyfen 

9. The calculated NCs, based on the 
(PAI), are identical to those on 

• yes [ J 

pure active ingredients 
the label: 

• no [X l 
Not acceptable for imidacloprid and 
PR Notice 91-2 

Pyriproxyfen-as required in 

10. The certified limits are within the standard 
40CFR§158.175 or are adequately explained if 

• yes ( l • no 

PRODUCT LABEL 

limits as per 
different: 

[X] 

11. The chemical names of the active ingredients on the label 
are identical to those on the CSF: • yes [X] • no [ J 

12. The appropriate physical and chemical hazards statement 
regarding flammability or explosive characteristics of the 
product are given on the label: 

• yes [ ] • no [ J • not applicable [X] 

13. The storage and disposal instructions for the pesticide and 
container are in compliance with PR Notice 84-1 for 
household use products or PR Notice 83-3 for all other uses: 

• yes [X J • no [ J 

-5-
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PRODUCT CHEMISTRY DATA (SERTES 830 Subgroup A & Subgroup B) -

14. Chemical IDs/Manufacture/ Data MRID No. 
Analytical Information Required 

New Guideline:830.-- Fulfilled 

1550. (61-1)Chemical Identity (CSF) y 450969-02 

1600. (61-2al Beginning Materials y 450969-02 
1620. I 61-2bl Formulation ?recess 

1670. (61-3) Discussion of Impurities y 450969-02 

1700. (62-1) Preliminary Analysis y 450969-02 

1750.(62-2) Certified Limits (CSF) N 450969-02 

• 1800. (62-3)Enforcmnt. of Anal.Method y 450969-01 

15. Physical/Chemical Data Value or MRID No. 
Properties Required Qualitat. 

New Guideline No. 830.--- Fulfille Descrip. 
d 

6303. (63-3)Physica1 state y Liquid 450969-03 

7300. (63-7)Density/Bu1k y 1.092 450969-03 
Density 1bs/ga1 

7000. (63-12) pH NA 6.02 450969-03 

6314. (63-14)0xid/Red Action y No ox. Or 450969-03 

• red . 
Action 

6315. (63-lSa) Flamm.-Flsh Pt. y above 450969-03 
100.2°C 

6315. (63-15bl Flame Exten. NA --
6316. (63-16)Explodability N -- --

6317. (63-17)Storage N -- --
Stability. 

7100. (63-lB)Viscosity y 5.13 eSt 450969-03 

-6-
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6319. (63-19) Miscibility N -- --

6320. (63-20)Corrosion y Non- 450969-03 
Characteristics corrosive 

as 
packaged, 
tested for 
about 30 
days 

6321. (63-21)Dielectric N --- --
Breakdown Voltage 

-Explanatlons: Y 
Requirements Were 
Gap; U = Requires 
Waived . 

The Requ1rements Were Fulfllled; N - The 
Not Fulfilled; NA = Not Applicable; G = Data 
Upgrading; I = Incomplete or In Progress; W = 

-7· 
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CONFIDENTIAL APPENDIX 

SUBJECT' PRODUCT CHEMISTRY REVIEW OF MP [ ] EP [X] 

• 

DP BARCODE No.,D265772 REG./File Symbol No. '11556-REI 
PRODUCT NAME: Advantage Plus 10 for Dogs 
COMPANY: Bayer Corporation 

The CSF for the subject prod·:;ct, contains a nominal 
concentration of imidaclopri~ of 8.9% and of pyriproxyfen of 
0.45%, not 9.10% and 0.46%, ~espectively, as stated on the 
proposed label. The registrant should resubmit the CSF and 
proposed label and ensure th~t these percentages are correct 
and identical. 

• The subject product is not s:ilistantially similar or similar 
to Reg. No. 11556-117, because it contains the additional 
a.i. pyriproxyfen and the additional inert,  . 

-8-
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·Reason To Issue: Propose Registration Date: 04/07/00 

. -... ----.-- ...... -- .. -.. -..... -.. -...... -.-- -·- -·- ............ -· .. ---.- .... -.. -...... -~~~~~~-s_: __ !'!.~~-~ .. -- ..... -

(Front Panel) 

Advantage Plus® I 0 

Topical Solution 

Once-A-Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and I 0 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For thC; Prevention and Treatment of Flea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98-I 00% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Immature Fleas from Developing into Biting, Breeding Adults 
• Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval, 

and Adult Stages 

Active Ingredients 

I mi dado p rid; I ~( ( 6~Chloro~ 3 -pyridiny I) me thy I]-N -nitro-2-imidazo I idinimine 

Pyriproxyfen; 2-[ 1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .......... . 

Inert Ingredients .............................. , .................... . 

% 
By Weight 

9.10% 

0.46% 

90.44% 

Total . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . l 00.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Harmful if swallowed. Causes moderate eye irritation. A void contact witt:::~~:; or clvth.i,15. 
Wash hands thoroughly with soap and wann water after handling. 

x:moiij/labelspr/ AdvanPlus 1 0-4pk. Doc Page I of8 
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· ·Reason To Issue: Propose Registration Date: 04/07100 

····--·-·······················-·····-----------------·····--······················--·-~-~P.~~~~-~~-~: .. ~.~~-~---·--·--·· 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For consumer questions calll-800-255-6826. For medical emergencies 
call!-877-258-2280. 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically. 

EPAEst. 11556-DEU-1 
EPA Reg. No. 11556-X:XX 

Four 0.4 mL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 

x:moiijllabelspr/AdvanPiusi0-4pk. Doc Page 2 of8 
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:Reason To Issue: Propose Registration Date: 04/07/00 
Supersedes: None 

···--·····--····-························------------------·······-------------·······----·····----················----

(Back Panel) 

Advantage Plus® l 0 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment for Dogs 
and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient. easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 

x:moiij/labelspr/ AdvanPlus_l 0-4pk. Doc Page 3 of8 
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·Reason To lssue: Propose Registration Date: 04/07/00 
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(Leaflet) 

Advantage Plus® I 0 

Topical Solution 

Once-A-Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and 10 lbs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea lnfestation on Dogs. 

Active lngredients 
% 

By Weight 

lmidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine 9.10% 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine........... 0.46% 

Inert Ingredients .................................. , . . . . . . . . . . . . . . . . . 90.44% 

Total.......... . . . . . . . . .. . . . . . . .. . . . .. .. . . . . . . . . . . .. . . . . . . . . . . . . . . 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyeS or clothing. 
Wash hands thoroughly with soap and wann water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. . . ,, 

As with any product, consult your veterinarian before using this product Olt dtbftitated, aged, 
pregnant or nursing animals. lndividual sensitivities, while rare, may occur {.fk~r usiris AN'Y 
pesticide product for pets. 1f signs persist, or become more severe, consult a·veferinari:m .. 
immediately. lf your animal is on medication, consult your veterinarian bd.~r.!·l,;lSing Jtis of 
any other product. For conswner questions call l-800-255-6826. For merical,.emergenC:les 
calll-877-258-2280. 

x:moiij/labelspr/AdvanPiusl0-4pk. Doc Page4of8 
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··Reason To Issue: Propose Registration Date: 04/07/00 

....................................................................................... ~!:!-P..:~~~-~~-~:-~~!1.~ .......... . 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15~20 minutes. 
Remove contact lenses, if present, after the fLrSt 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with, its labeling. 

HOW TO APPLY 

I. Use only on dogs. Do not use on other animals. 

2. Rem.ove one applicator tube from the package . 

3. Hold applicator tube in an upright position. Pull cap off tube. 

4. Tum the cap around and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 

x:moiijflabelspr/ AdvanPius I0-4pk. Doc Page 5 of8 
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6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and Disposal. 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions . 

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Pius® treated pet. Advantage Plus® provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and lasting control of flea populations. 

Advantage Plus® kills adult fleas quickly. inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. 

Advantage Plus® remains efficacious following a shampoo treatment, swimming or aftc.f' · 
exposure to rain or sunlight. · · ~ 

' 
Monthly treatments are required for optimal control and prevention offleM:, · ·" 

'~ ,_ 

If re-treatment becomes necessary earlier than four weeks, do not re-treat more than once. 
weekly. ' 

x:moiij/labelspr/AdvanPlusJ0-4pk. Doc Page 6 of 8 

119 



• 

• 

··Reason To Issue: Propose Registration Date: 04/07/00 
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STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Storage; Store in a cool, dry place. Pesticide Disposal; Securely wrap original container in 
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty 
container. Wrap container and put in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms 
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER 
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR 
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer 
Corporation is authorized to do so except in writing with a specific reference to this warranty. 
Any damages arising from a breach of this warranty shall be limited to direct damages and 
shall not include consequential commercial damages such as loss of profits or values, etc. 

EPA Est. 1!556-DEU-l 

EPA Reg. No. 1!556-=:J? £I 

Manufactured for Bayer Corporation 
Agriculture Division, Animal Health 

Shawnee Mission, Kansas 66201 U.S.A . 
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·.Reason To Issue: Propose Registration Date: 04/07/00 
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(Label on Individual Tube) 

Advantage Plus® 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.4 mL 

EPA Reg. No. 11556-XXX 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 

x:moiijllabelspr/ AdvanP\us I 0-4pk. Doc Page 8 of8 
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-~N~~~~······-·······~~~--~~~~~~ .-- .t:.:_.. • "" '' OMA "' ~" o .... r. 
Registration OPP Identifier Numbff 

&EPA 
Unitllld Stotu 

Environmental Protection Agency 
Woohington, DC 20460 

Amendment _ -1 rt , ,"';:; ~-
Other .• !{ .· l/ T 

I for I I • 'I 

1 _._c_,_m_'_'_"_'IP_•""_"_"_N_"_""_'_' __ _1.1 ~~:!'..._:·~py~,_·~-£ ..,. _____ +z_._'_''_'_'""_[~~··r:'·~~~;n~":._'~~~~~v~in~•'----~ Jf~;opo•ed cfiiDnific•tien 1- ' 1 ._- -L ~None Rottrietod 
4. ComponVfProduet (Nenut! PMI A 1 / 

Plus 10 for Dogs t/ f 
5. Nomo end Addreu of Appllcent flm:lud• ZIP Code! 

Bayer Corporation, Anima! Health, Agriculture Division 
P.O. Box390 

6. Expedited Reveiw. In accordance with F!FRA Section 3fclf3) 
lbllil, my product is similar or identical in composition and !abe!ing 
to: 

Shawnee Mission, KS 66201 
EPA Reg. No. ____________________________ __ 

0 Chick. if thill f6 OIJIW Orlr/IW$8 

0 Amendment· Explein below. 

~ Roeubmi,.ion in responee to Agency foner deted ---~~---­
~ Notification- Expfoin below. 

Product Name 

·II 

D 
D 
0 

Final prirrt&d lebafe in np.onse te 
Agarn:y fa«er dated 
~Ma Too• App~eation. 

Explanation: Uea addirional p&gafal if neeensery. !For aaetion fond Saetion fi.J 

See Attachment 

"'" 
1-~------------------4 

Unit Packag-ing 

,..- Yea 

~No 
• If "Yea" 

Water Soluble Peekaoino 

: Yn 

~ No 

2. Typo of Conteinor 

~::::, 
Gina 
Paper 

,.~b;;,'/; mu&t Unit Packaging wgt. 
ff ·v .. • 
Package wgt 

No. per 
container Othar fSpecifyf _______ , 

~of Nat Contonta fnformetion 4. Siul•l _Retllif Container jG; I tion ot Labell 
· ~ labtl /__] Four0.4mlfUbesandSix0.4mltubes 1 -~-0nLa~l 

I 

oood 

0. MoM" io Whloh Lobof io Affi"d <o P<od,o< [ ~ Other See Application texf 

I-IV 

"''"' 
. ,.,, ' .. ' 1. 

N~o 

F. Terry McNamara 
Title 

Manager, Preclinical DevefOpment 
Tofephono No. (fnclude Area Coda! 
(913) 266·251lll 

2. i 

Certification 
I certify that tho GtOtameiJ!a f hove modo on thia hrm and ell anechmenta thorato ara tl'l.lt, aeeurota end completo. 
I acknowflldgo that any knowlinglly felao or miuleadlng etatomont may ba punithabla by fino or fmpriaonmw ~'' • • 
both under applicabfe taw. ! --!-! 

3. Tida •••••• • • • • Manager, Praclinicaf OavelopmGnt 

•• 
4. Typed Nama 0 

F. Teny Mol<emem 
IS. Oatil 

April?, 2000 

',.70·1 fRov. •·341 '" 'Nhlta • EPA Fie Copy 

e. Oato Application 
Raellivod • ••• 

• •: 'Stamped) 
• 

• • •••••• • 
• • • • • • • •• 

• 

-::::· 

~-------- -----------------------------------------



. . .., ''•· Fo n"ONo. 

Unltod $tate1 Registration OPP Identifier Number 

&EPA Environmental Protection Agency -
Amendment - 270789 Wuhlngton, DC 20460 Other -

I , for - I 
1. Company/Product Number 2. EPA Product Manager 3. PropoMd ClasoUicotion 

14, Company/?roduet !Name) PMI ONorw 0 Ro.tricted 

fs. Nerm~ and Addra .. of Applicant (Include :·· 6. Expedited Review. In accordance with FIFRA Section 3(cl(3) 
(bl(il, my ptoduct is simllat ot identical In composition and labeling 
to: / 

EPA Reg. No. 
I 

D r uu. i3 a naw tlddrUJi \ Product Name / 
\ • II / 

~ Amood~ot • ""'"" bolow. \ D fiNII printed lablll• in rarponae to / Agency loner detod 
Re~ubmiaaion In reeponee to Agency Jenar D •tM Too" Application. 

I Notification· Explain bolow. \ D Other· Expleln below. 

Explanation: Use Gddltionflol poi)Oitl II nooeaaory. {For aection I 

\ 
-...!!!_\ / 

Bol ""' v 
i Paokaging Unit Packaging ~or i 2. Typo of Container By"· - Yu v .. / \ §r·~ No 

-
No 1- No 

Plutio 
Glo" 

Ia must It ·v .. • No. por I~"Y"/ No.~·\ -· Unit Packaging wgt. containor .7 Wfl' \ 
Othar 

I 
13.1 ofNet I 4. SaoJOI /' 0~~;.:.:1 
D "'" 0 Contoinor :::£ on 

e. Mennor in Which Labetlo Affix~ to Product - U Other 
I 

\ 
/ I -IV \ 

I 1. c'""" P""' 'dkootiy. '., ' W fN"COH ..., 

"- / Title \ No. llnoludo Area Coda) 

/ Certification \_ 6, ?•to Application 

I certify that tho lltatomunbl I hevo mlldo on thia fonn end ell ertecllmllnts themto om tnlo, oecuroto and Roceivad 

I ocknowlodge thet any knowingly faloa or mi!dottding ototomont may be punlahablo by fino :\ (Stamped) 
bo1h undor appnetblolaw. 

12. Signoruro ja. Title \ 

4. Typed N~~ta 5. Date 

EPA I I 1 editiono oro • Co9Y Y"ow~?. 
----~ --------------------- ---~---------------' 
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PAPERWo'RK REDUCTION ACT NOTICE and INSTRUCTIONS 

PAPERWORK REDUCTION ACT NOTICE: Public reporting burden for this collection of information is estimated to overage 0.85 hour per 
response, including time for reviewing in5llucti4~rching existing dote soun::os, gathering ond meintoining tho doto noodod, and completing aod 
reviewing tho collection of information. Sond· co~l'lhl regarding tho burden ostimoto or ony other as-poet of thia collection of information, including 
:uggastiono for reducing thifl·burdon, to Chief, lnformOtion Policy Branch,l2136), U.S. Environmontel Protection Agency, 401 M Stroot, SW, 
Wo11hington, DC 20480. 

'
~~~~~~::~;,This form is to bo uood for oil applications lor now regiGtration, and usa rorogiatrotion, amendment, reaubmiotion, to opplicotions 

: !o~. ~printed loho!lng, roregi~:~tretion, ate, In order to proce~e an application for a new registration eubmittod on thie foiTn, tho 
occompony tho opplicotion: 

1. Certification with Roepoct to Citation of Data lEPA Fonn 9570..29). !If not exempted by 40 CFR 152.81 lbll4)); 
2. C0nfldontial Statement of Fomw!e lEPA Fonn 8570..41: 
3. Formu!otor'o Exemption Statement lEPA Fonn 8570·27); 
4. Five coplot of drof1 labo!irig; 
5. ThrOXJ copi11o of Gny data aubmitt11d; 
6. Authorization loner whore opp!iceb!a; 
7. Matrieoe whore app!lcohlo. 

oi l..cboling - Labeling ehou!d first bo oubmittod in the form of draf1-labo!o with oil opp!icotions for now registration. Such draft hibole may ho 
typed lebo! text on 8.5 x 11 inch popor for auhmiuion oro mockup of tho propolad !ohel. If proporod for mockup, it should he 
o way aJ to facilitate Gtorogo In on 8.5 x 11 inch fila. Mockup !eho!J Jignificontly smaller then 8.5 lC 11 inches chould he mountad on 8.5 

for auhminion. 
of Dato • Dote ouhmlnod in support of this application must ho auhmittod in occordenco with PR Notice 86-5. 

1 ~~~~~~~~~~~~:~ IP;I:ee~so reed the instructions listed he! ow before completing this application. First dototmino tho typo of 
~c-~n. !i_s~~d in , f~r · · oro oubmitting this application. For applications su_hmittod in connection with New Rogilltretion actions, Soctiona 
, -~~~~ ;~ IV·mult he applicant. For epplicotions submitted ln coMectio_n with amended reregistration oction11, ro1uhmissiona, 

· rerogiatrotiono, etc., Sections I, ll, and IV must ho comp!otod by tho ·applicant. 
B!oc!t A- CMck tho appropriate ection for which you are submitting this form. 

!~fiO!JIQ:~IU 1- Thiu oection must ho complotad, us epp!icahle, for all registration octiono. 
1. Compony/PJ"oduct Numbor -lnllort your Company Numbor, if ono has hosn assigned by EPA. This number may heva boon aseignod to you aa a 

basic rog!etront, a diutrihutor, or as on osteb!ichmant .. If your product is registered, in5ort tho Product Numhor. 
EPA Product Muna!JQr ·If known, fill in tho nomo end PM number of the EPA Product Monoger. 
Propoood C!uo!ficotion • Specify tho propoood c!asllificotion of this product. 

4. Product Nomo- Enter tho comp!oto product noma of this pesticide ae it will appear on tho lobo!. Tho nama muot ho opocific to this product only. 
Duplication of nomo11 is not pormittod llmong_productc of.tho some company. Do not inc!~e any bra I'd namo or company !ino dooignatiomi. 

5. Nemo ond Addraoo of Applicant· The name of tho firm or pon~on lind addr09a 11hown in your epplic11tion ie tho per11on or firm to whom tho 
registration will bo iseuod. If you aro acting in behalf of another party, you muJt submit authorization from that porty to act for thom in rogistffltion 
mottors. An applicant not romiding in the Unltad States murt have on authorized agent residing in the United Stotoll to act for them in oil 
registration manors. Tho nome end comploto moiling addron of such on egOnt must occompony this opplicotion. 

6. Expod!tod Rovlow • FIFRA :!loction 3 lei 3 IBI provides for oxpoditod roviow of epp!ications for registration, or emandmonto to oxioting rogi11trotions, 
that are eimi!or or idontical to other pesticide products that era currently rogistorad with tho EPA. In order for your appficetion to be eligible fo. 
expedited review, you must provide us with the EPA Registration Number and product nama of the product you boliovo is !liml!or to or idontico 
your product. The product muot ha e:imi!ar or identical in both formulation and loholed ueao. · 

'¥.~~~~~~ 11- Thie oaction must be oomp!oted for all opp!icationc submitted to emend tho rogiotrotion only of a currondy regiotorod product 
~~ foro resuhmission in ra11ponso to an Agoncy !en;r, for notifications to tho Agency, for tho 11uhmi~oion of fino! printed !ahaling, for 

raragiotretion 11nd for any othar action that portaino·to o specific EPA·rogistored product. This section !SJl!ll!!!: ~ usod foro now Gpplicstion for 
registration. 
1. Subjoct of_oubmieoian • CMck the opp!icahlo block and provide tho Agency letter dote if appropriate. Provide a brief explanotion of tha purponlsl 

for tho tubmission, such as ~tho addition of a site, post or crop lspocity)•; "emend tiM! Confidential StDtomant of Fonnulo by ... ~; ~reregistration 
11ubmission•; ~go nora! !aha! revision of una diroctiona. ~ Attach a soporato pogo if additional opaco is naodad. 

'
~~~~~~Ill~'' fPackoging end Container !nformotionl· 'This Section must be completed for a!! opplicotiono submitted in connaction with now 

or opp!ioahlo amendmonu. 
1. Type of Poekog!ng- Check tho appropriate h!!)Ck If your product will ho packaged in tho Indicated psckoging typao. 

!ndicata tho sizo of the individual pockets and numb or par retail contoinsr. 
2. Typo of Rotan Container· lndicato typo of container in which product will he marketed, 
3. L()Catlon of Net ContonUI • Indicate tho location of tho not contents info11notion for your product. 
4, Slzolo) of Retail Conto!Mr ·Specify the not contents of all rotai! contoinors for your product. 
5. Location of Use O!ractlona • Indicate the location of tho usa directions for your product. 
S. Marmor in which leba! 18 offlxed to product· !ndicotsd tho mathod product !abel is attached to retail containar. 

IIV !Contact Point!· Thill. Section must ho completed for all epplicotions for Regisrratlon actionS, i.e., now products registretion, 

1·5. So!f..axplonotory. 
6. EPA Uto Only. 

, rorogittrotion, ate. 



' ' • 
~--~~ -~ '" nuqNo. 

Unit$d Stat" Registration OPP khmtifia:r Number 

&EPA -Environmental Protection Agency - Amendment 
:111~?8~1 Wuhington, OC 20480 . 

Other 

i 1 for '- " 1, Compeny/Product Number 2. EPA Product Man~~gar 3. PropoMd Cluoificotion 

IN.m.l ..... ON- D Rottricted 

'5. Nome ond Addrooo of Applicant flncluth ZJP C<ldol 6. Expedited Review. In accordance wrth AFRA Section 3(c){3) 
\ lbHil, my product is similar or identical in composition and labeling ' \ to: 

EPA Reg. No. 

D Ch.clr. H thi# b a now odtkrns t Namo 

-II 

D Amendment· E~ain bolow. 
'. 

!:1 Fif'IOI prlntod labels In roopon .. to 

• Agency la:tter doted l@i Rooobmloooo lo ,. .. ,,, " Ao•~v lottM do<od 

= 
•Me Too• App"cotion. 

Notifia:otion ·Explain below. Othor • Explain bolow, 
-

Uso additiollGI pagolallf noa:ouory. (For aocticn la:nd 

\ 
• 

' - Ill\ 
11:.:.-;;;;;;; ;\VIJI k I ' 1.,; \ 

Child·R .. iolont Psckagiog U~PII1lkoging ~orSofublo 

\ 
2. Typo of Container 

BYu" _ Yu 1-- v .. ~Mo<* Pla11tio No No No Glasa 

I• n•v .. • No. par If ·v •• • No., .. \ Papa:r 
mutJt Unit Packaging wgt. ccmulinar Pack~ Wgt '\ Othar 

I 1! Ratail , eai:o~· I 0 L&bel D Containar 

6. Mennar in Which Lebel is Affixad to Product ~ D-· \ 
I 

1 -IV \ 
1. Contact Point ,., f" •• ""'' 

IN""" lnuo \ Tofephona No. (lodude Aroe Codal 

Certification 6. Data Application 

1 certify that the 111tomontr I hova mlldo on thit form and ell attaclvnenls thflrato are truo, ICC\Jrlto and c~la:to. Raceivad 

1 a:cknowhtdga: thot WIY knowingly f&lao or misloeding 1tll1amant may bo puni1habla by fino or impriaonment r !Stamped) 
both undar law. 

3. Titia 

~Typed Nama S. Dell 

1')C:: 
EPA FMm 8670.1 '""· 11-941 • edition• era """"' ... mow ;copy ·I I. 



PAPERWORK REDUCTION ACT NOTICE and INSTRUCTIONS 

PAPERWORK REDUCTION ACT NOTICE: Public rtoporting butdan for thla collection ol information io ostimatod to overage 0.85 hour per 
re~on ... including tlrTI$ for roviowing Fm;tructio~rching exi~:tino date sources, Qt~therino and maintaining tho data rnuw::led, and comploting and 
reviewing tho collsction of information. Sand c~I'Jtll reOUrding tho burden aatimata or any othor aapoct of tllia coHaction of information, including 
augoauion11 for reducing thia burden, to Chlaf,lnformiltion Polley Branch, 121361, U.S. Environmental Protection Agoncy, 401 M Stroot, SW, 
w .. hinoton, DC 20460. 

INSTRUCTIONS; Thia form ia to be und for all .applications for now ragitlration, and uaa reragietration, !lfrnlndm•nt, raaubmiuion, to applications 
for notificetiorn~, final printed labeQng, roregi$1retion, ate. In order to procau 1n &pi)licatlon for a new ragittrotion oubmined on this form, tho 
foUowino material muet 110eompony the llf)plioa!:ion: 

1. Cortifioelion wilh Anpoello Citation of Dolo (EPA Fonn 8670.29). !If not GXIrnpl~ by 40 CFR 15.2.81 lbl 14JI; 
2. Confidential Statement of FolmU!elfPA Form 8570-4); 
3. Formu!Oior's Ex.mption SIOtoment !EPA Form 8570.271; 
4. Fiw oopiH of drotl latHI!ing; 
5, Tht" oop4ee of ony date aubmlned; 
6. Aullwrilotion tenet whore applicable; 
7. Ml:ltrices whore opplicab\1. 

Js'ob·mt .. tt~ of L..ebatlng ·Labeling ahould first b11 S1.1bmlnod in tho form of dreft l.t>ole with all application. for now roQiotretion. Such droft lobol• may 
of typed label text on 8.5 x 11 inch pepor for aubmifsion oro mockup of tho propo .. d label. If prop~~red frx mockup, It ehotlld be 

'''"'""''~ In e way" to faciiiiOie uorege in en 8.5 x 11 inch fria. Mockup lab•\• significantly •mailer !Iran ILS x 11 inchoe ahOuld be mu\Jntcd on 8.5 
paper fOt" S1.1bminion. 

'''"'"""''~ofD••" • Dell oubminod in tuppert of d'lls application rnu81 b11 aubminod in accordance with PR Notice 85·5. 

Plotu1o rud tho instructions lia:.tod below bofore completing thia application. Firtt d$leormine th$ typll ol "''"'"" 
in Block A, fot w!'llch you are subtn~ning thlt opp\ication. For applicnUon• cubmin.c!ln connection with Neow Reogi11rotion a.ctione, Sectiont 

rrnnt bo complatcd by tho epplicant. For opplicationt oubmin&d In connection with amandod rorogiotration actiona, ro!IIIUbmis!liont, 
I oo,fiOtoti<>M,, r~rogi1trotione:, etc,. Sections I, II, end IV muot bo complolod by the applicant. 

A • Chock the appropriate ection for which you or• submitting thieo form. 

jlift;;}lQ'l'LJ • Thio ocction mutt bo completed, IHI epplicablo, for eU regio.tration aetiona. 

Company/Product Number ·lnaert your Company Number. if one haa b•an enignocl by EPA. The number may have boon otsignMI to you as o 
bailie regfrmant, a distributor, or as an aatablishment. If your product!• registered, insort tho Product Nurnbar. 
£PA Product ManeiOJAr ·It known, fill in the neme .11nd PM numb.r of tho EPA Product Man.11gor, 
PropONd Claulficatl0t1· Specify tho propovad clonificetion of this product. 
PTodu~ Nome· Enter tho ccmpltto product name of thit pesticide 01 It wm eppaor on the \abe>!. The nome muat bo specific to thia produot only. 
Duplic.tJon of IUIII'\K is not perminocl among producta of tho •am• compeny. Do not include eny brand noma or company ~ne dooignetiot!O. 
Name and Add«tu of Applle¥~t ·Tho name of tho firm or porton IIOd addreae 1hown in yoUr epplicotion ia tho psrson or firm to whom tfw 
regillration wm be iKucd. If you are acting in beoholf of another pony, Y&U must oubmit outhori~ali~>n fr<~m thet party to act for them in registration 
manera. An Bpplio•nt not residing ill the United State• mutt hove en authoriztd ogent ro•iding in tho Unitod Stotoa to act for tMm in ell 
ragi•trotion mettere, The nama el'ld oomploto fl'lal1ing &ddrno of •uch en ~t~Ont must accompony tl'lia application. 
Expedited R.Ybw • FIFRA eoctlon 3 lcl3 fBI provide• for expedited review of applie~~tiora for registration, or amendment• to existing <ogio<<otiooo 
thot oro Mmilor or identical to other pesticide producte that ere outrantly ragiotarod with the EPA. In order for your applicetion to b11 ""''"'"'" 
oxpaditod review, you rnuot provkht uc with tho EPA Rogi$trotion Number tmd product name of the prod!.Jct you b1lieve ia similar to or i 
your product. Tho product must be .Jmilor or identical in both formulelion end lebolod ueos. 

'
~~~:~~:,~· ;'"";:··: uotion muot be oon'!Cittod lor all eppDcltiOIUI eubminlld to &monel tho rsgiuretion only of • ourrontly rooietarod produot 

for a ra~ubmlotion In roapon" to on Agency I on or, for notificetio~UJ to tho Agom:y, for the oubminion of find printed leboling, for 
11ny other action that portaino to a !!pociflo;; EPA·rJ!Qh!!t<~r&d product. Thia esctJon ie !!.2! 12 2J ueed lor a ru,w eppllc11tion for 

regiotretion. 

1. Sub}<act of eubmiMion • Chock the oppHct~blo block end provide tho Agency loner dote if appropriate, Provide o brio! oxplonation of the purposal•l 
for thtleubmission, ouch al •tno addition of a tito, post or crop l_,ocifyla; "amend the Confidontiel Stoternonl of Formuls by ... •; "raregistrotion 
8Ubminion"; "ganerallabol revision of use dirootions.· Attach a ooperate page if additioMI space i• needed. 

l ~t.~~~U' !Packaging and Container Information) • Thit Section muat be comp\ottd for ell epplicotiona eubminod in connection with now 
epplioahla omeodmena. 

Type of Paduglng • Ch.-ck tho appropri•ll block if your product will bo pe<:kog&d in th.- indicotad packsging types. 
lndiceta tho Jilt of tho individual peckoto and number par roteH container. 
Type of Rat&ll Conta!Mr • lndic.IO typo of conllinor In which product wnl ba morkoted. 
Loutlen of N•t Comentt ·Indicate the locotion of the not contents Information for your product. 
Sllalel of Roull Contolnw • Specify tho not coniOnts of &II rat.U conlllinort for your product. 
Location of Uff 0\ttctlon. • lndicote the location of the u•o diroctioru: for your product. 
Mani'W'r In which Jabal ilafflnd to product· lndicotad th8 motho4 product Iabeiie ottechod to rt:lail contllinsr. 

I ~:~;;;~~;I~C~•:;~:::cl Point\· Thia Section mu11 bo completed for oil applicetion• for Rogitltrotion action1. i.a., now produc11 rogillrotion, 
• rorogittralion, etc. 

1•5. Satf ... xplanatory. 
6. EPA U•• Only. 

--------~---------------___j 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

04/13/2000 

Bayer Corporation, Animal Health, Agriculttue Division 
P.O. Box 390 
Shawnee Mission, KS 6620 I 

PRODUCT NAME: Advantage Plus 10 for Dogs 
COMPANY NAME: Bayer Corporation, Animal Health, Agriculture Division 
OPP IDENTIFICATION NUMBER: 270789 
EPA FILE SYMBOL: I 1556-REI 
EPA RECEIPT DATE: 04/12/00 

SUBJECT: RECEIPT OF APPLICATION FOR A NEW REGISTRATION 

DEAR REGISTRANT: 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The Office of Pesticides Programs has received your application for a new registration and it has passed an 
administralive screen for completeness. 

Please note that this is only a notification of receipt of your application. This is only the first step in the 
application process, and does NOT constitute approval. 

e If you have any questions, please contact the Insecticide /Rodenticide Branch, at (703)-305-5404. 

p~ 
Front End Processing Staff 
Information Resources & Services Division 
Information Services Branch 

ln1eme1 Address (URL) bttn;/lwww.tpu:gv 
Recycled/Re"yclable Primed with VegeTable Oil Based lnks on Recycled Paper (Minimnm 25% Pos1consumcr) 
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Bayerffi 
April 7, 2000 Agriculture Division 

Ms. Dani Daniel Crop Protec!ion Products 

Registration Division (H7505C) Bayer Corporation 
8400 Haw1horn Road 
P.O. Bm:; 4913 

U.S. Environmental Protection Agency 
Ariel Rios Building 
1200 Pennsylvania Avenue, N.W. 
Washington, D.C. 20460 

Kansas City, MO 64120-0013 
Phone: 816 242·2000 

Subject: Letter of Authorization; BAYER Animal Health 
ADVANTAGE PIUs® Applications for Registration, Imidacloprid 

Dear Ms. Daniel, 

BAYER Corporation, Agriculture Division, hereby authorizes the Agency to refer 
to any research and/or test data on our activ.e ingredient imidacloprid {the active 
ingredient in ADMIRE® and PROVADO®) in support of the applications for 
registration of ADVANTAGE Plus® 10, ADVANTAGE Plus® 20, ADVANTAGE Plus® 
55, ADVANTAGE Plus® 100, ADVANTAGE Plus® 9, ADVANTAGE Plus® 18, 
submitted by BAYER Animal Health, 12707 W. 63rd St., Shawnee Mission, KS, 
66216-1846. 

Furthermore, the Agriculture Division of BAYER Corporation has three business 
groups; Crop Protection, Specialty, and Animal Health. All three business groups 
seek product registrations for products containing the active ingredient 
imidacloprid. Any confidential business information released by the Agency in 
data evaluation records or other documents for company number 3125 {Crop 
Protection and Specialty Groups) can be disclosed without restriction to the 
Animal Health Group, company number 11556. In addition, the Agency is 
authorized to refer to arl.y research and test data submitted under company 
number 3125 in support of applications for registration from BAYER Animal 
Health, company number 11556. 

As always, if you have any questions, feel free to call me at (816) 242-2838.: · · · ... ' ····· 
Sincerely, 

BAYER Corporation, Agriculture Division 

C/~;z:.~ 
James L. Kunstman 
Manager, Product Registrations 
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, Agri~ultu~~":.brxision"_. 
P. 0. ilox 390 · · · 
Shawriee Missic;m, KS· 662._01 

Fon:n 851(}-41 

an of -th!J 

t1) This Produc{contalns -thG-f01iowing 8ci:iVe ·lnOredi~i·(S): ·. ·-- · · 
-' . ' - ' .... -

PYriproxYfe~·. '.-- · · · · · · 
· lm.idaciOPrid .(.not Citing Formulate(~ EXe~ptioA'tor thiS a,eti~e._ingre~ient) 

121 ·of thosB, oiach·il~ive in{lredie~t·iiste_dll;i·,~~~~rap~_:I4J;·i.s Pres!'~t·-~olel~·a·~ ~he- res·utf~f::f:~o ~so .of. tl:l~-t active 
inor0diei1t In the niartUfaCti.Jriilg; f0rrmilatlori::Oi· rei>aCka{lirtg 8noihei' pWduCt -which cont.liiui· that <lctive·lngrOdient 

. whiCh is registered Uild&r:!=iFRA Se~00-3, is pl.ifchiui~d . .'bv Gs:trtirli·'8ri0iher ·Prod~~Or."·and-ls 18bet~d ·for. at least · 
-o~ch-~Seforw.~ichmy-·pro·d.uct-ls··proPoS~dt~:~olabGiod._;·::-:· · · .,. -. · - ·· - ·- ·' · _ .. 

' ' . ' . . ' . ,. -· ,, -- ... _ ,._ ... -' •, 

-141 The 

' 

;.;._ 

· Mgr;· PrecliniCal 

- •, .-

"''"''" 
. 

. ..... -· • • •• • • • • • 
••• • •• • • • • •• 
••• •• • • • • 

", ..... 

•••• • •••• 
• 

. . --. 
• ••• •• • 
• • • • • • • • • 

• 
• ••• • • •••• 

April 7, 2000 
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UNITED STATES ENVIRONMENTAL PROTECT(ON AGENCY 
401 M Street, S.W. 

WASHINGTON, D.C. 20460 

; OMB No. 

Pa~rwork Reduction Act Notice: The public reporting burden for this collection of information Is estimated to average \.25 hours per response for registration 
and 0.25 hours per response for reregistration and special review acHvities, including time for reading the instructions and completing the necessary fOOTis. Send 
comments regarding burden estimate or any ol!ler aspect of this ooHection of information, including suggestions for reducing the burden to: Qirector, OPPE 
Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 20460. 
Oo not :send the completed form to this address. 

Certification with to Citation of Data 

Applicant's/Registranrs Name, Address. and Telephone Number EPA Regislr.ltion 
la9yerl ti ,Animal Health, . I aoivision P.O.Box390 ShawneeMlssion,KS66201 

Active lngredient(s) and/or representative test compound(:;) 0'"' 

I 
-z 

General Use Pattem(s) (list all those claimed for this product using 40 CFR Part 158) 

"'"'· 
Product Name 

=Ptti.~\OforOogs. 

NOTE: If your product is a for all the same uses on your label, you do not need to 
submit tllis form. You lithe i 

0 

0 

I am responding to a Data-Calf-In NoUce. and have included w~h this form a list of companies sent offers of compensation (the Data Matrix form should 
be used for Ill is purpose). 

SECTION 1: ME7H00 OF DATASUPPORT 

I am using the cite-all method of support, and have Included with this fOOTI 
a list of companies sent offer.; of compensation (the Data Matrix form 
should be used for lh!s purpose). 

I am using the selecti'.te method of support (or cite-all option 
under lhe selective method), and have included with this form a 
completed list of data requirements (the Data Mabix form must be 
used). 

SECTION It: GENERAL OFFER TO PAY 

(Required rr using the c~e-all method or when using tlle cite-all option under the selective metllod to satisfy one or more data raquirements) 

D I hereby offer and agree to pay compensation, to Other persons. with regard to the approval of this application, to tlle extent required by FIFRA. 

SECTION Ill: CERTIFICATION 

__ 1 ,certify Ill at this app!ica~on for registration, this form for reregislr.ltion, or this Data-Calf-In response is supported by all data submitted or cited in the 
i I ti , for reregistration. or the Data-Call-In response. In add~ion, if the cite-all option or cite-all op~on under the selective method is 

~-Indicate~ i i ~ ~~h~~.: 1 supported by a~ data in the Agency's files Ill at (I) concern the properties or effects of this product or an identical or 
ti i i of the ingredients in this product; and (2:) is a type of data that would be required to be submitted under the data 

approval of this application if the application sought the initial registration of a product of identical or similar composition and 
uses. 

I certify that for each exclusi'.te use study cited in support of this registration or reregistration, that tam the original data submitter or that I have oblainlld 
the written permission of the original data submitter to cite that study. 

I cer1ify Ill at for each study cited in support of this registration or reregistration that Is not an exclusive use study, either: (a) I am the original data 
submitter; (b) I have obtained the permission of the original data submitter to use the study in support of this application; (c) all periods of eligibtlityfor 
compensation have expired for tlle study; (d) lhe study is in tlle public merature: or (e) I have notified in writing the company that submitted the sl~~.~d have 
offered(\) to pay compensation to tlle elden\ required by sections 3(c)(1)(F) and/or 3(c)(2)(8) of FIFRA; and (ii) to commence negotiations to det&lrmine the 
amount and terms of compensation, if any, to be paid for the use of the study. : ••: •: • • • • 

• • • • 
I certify that in all instances where an offer of compensation is required, copies or all offers to pay compensation a Pod evideP.ce of U;eir dellooery In 

accordance with sections 3(c}(t)(F) and! or 3(c)(2)(8) of FIFRA are available and will be submitted to the Agency upon requH.•~Id I failf'~"~ such 
evidence to the Agency upon request, I understand that the Agency may initiate action to deny. cancel or suspend the reg!slrati:, of lflY product in conformity witll 
FIFRA. • • : • • • • 

•• • •• • •• 
I certify that tho statement5 I hmve made on this form and all attachments1o It are true, accurate, and comp~to. ~ acknow!edije that any 

lmow!ngty false or misleading statement may be punishable by fino or Imprisonment or bo1h under applicable taW! • • • • •• • • 

• • 
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_MGK=-===-:::: 
McLAUGlll..IN GORAn..EY KING COMPANY 

• 

• 

SS [I) Tenl h ..\1 l>JIU\' Nurlh • \liiiJW<I))HH~. \ lillnl'~Hia %-427·-4J7! ll.S,,\. 

Apri\3, 2000 

Mr. Marion Johnson (PM \0) 

Office of Peslicide Programs (H7505C) 
U.S. ENVIRONMENTAL PROTECTION AGENCY 
Ariel Rios Building 
1200 Pennsylvania Avenue, N.W. 
Washington DC 20460 

SubjecJ: Bayer Animal Health 
9009 W. 67'h Street, Bldg. I 
Merri:nn, KS 66202 

Dear Mr. Johnson: 

This letter serves as authorization, in accordance wilh our agreement with the registrant, 10 refer to the 
following data submitted by McLaughlin Gormley King Company 10 EPA for !he subject company's 
regJstratinn. 

MGK Efricacy Data: 

Registmnt's Product: 
EPA Reg. No.: 

Submitted 111 EPA Reg. No. I 021- I 6 I 9 on March 30, 2000 

Advantage Plus® 10 
J\556- !(£ r 

Al!hough !his is authoriz:llion to rely on MGK data for the subject company's subjecl registration. 
absolutely no data of a confidential nalurc is to be disclosed to them . 

Sincerely, 

McLAUGHLIN GORMLEY KING COMPANY 
I / {' ... / 

/"\/i<-{L( A) h /(;::;./ .,;/,:.-(_ 
Julie B. Sch\ekau 
Registration Specialist 

1"1-.l.EX: .!9JI 5-'-' .\1.\1 "-CO\ Y 

•••••• • • • • • • • • 
•••••• • • • • •• 
•• ••• • • • • ••••• 

I" \II U. ·· .\1 \I""- .. \II r'\ ~E.\ 1'0 US 

•••• • •••• 
• 

• • •••••• • 
•• • • • • ... 

• 
• ••• • • •••• 
•••• • • •••• 



Page 132*Product ingredient source information may be entitled to confidential treatment*



~ -~"'-~~_;-~---- .. ·~-- .. ----~---·-·-·-- ·---- l 

• • II 
" " .... " . 

. . 

---- UNITED STATES ENVIRONMENTAL PROTECTION AdE_NCY " 

401 M Sttcct, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMQ No. -2070-0060 

Paperwork Reduction Act Notice: The publi_c reporting bUrden for this collcclion of information is estimlited to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S. W., Washington; DC 
20460. Do not send the form to the address. 

DATA MATRIX 1'P 
flate; --April7, 2000 EPA Reg No.fFile Symbul: 1155~~· 11556-XXX Page I oflO 

. 11556-XXX, 11556-XXX 

Bayer Corporation- Agriculture Division, Animal Health Product: Advantage Plus® 10 for Dogs._...-- Ingredient: lmi~acloprid, CAS 138261-41-3 
P.O. Box 390 Advantage Plus® 20 for Dogs 
Shawnee Mission, KS 66201..()390 Adv1111tagc Plus:® 55 for Dogs Pyrlproxyfen, CAS~ 95737-68-1 

Advantage Plus® 100 for Dogs 

Note 
Guideline GuidelineStLtdy N11me MRID Submitter Status Report Number DescripTion Rererence Number 
Number 

Product Chemistry, Sertion 158.240 

42055302 3125 PER BR 1759(TGAI) 

43306001 3125 PER BR 1879 (fGAl) 

61-1 Ch~mical identity 42256302 3125 PER BR 1766 (Formulation) 

42055302 3125 PER BR 1759 (TGAI) 

43306001 3125 PER BRI879(fGAI) 

42270801 3125 PER BR 1785 (TGAJ) 

61-2 Statement of Composition 42256302 3125 PER BR 1766 (Formulation) 

42055302 3125 PER BR 1759(TGAI) 

61-3 Formation of impurities 42256302 3125 PER BR 1766 (Formulation) 

42055303 3125 PER BR 1760 (fGAI) 

43306002 3125 PER BR 1880 (fGAl) 

42270802 3125 PER BR 1786 (fGAI) 

62-1 Preliminary analysis 42256302 3125 PER BR 1766 (Formulation) 

• • • •• • 42055303 3125 PER BR 1760 (TGAI) 
• • • ..... ••• : 43306002 3125 PER BR 1880 (TGAI) • • • • • 

62-2 Certification of limit~ • • • • • 42256302 3125 PER BR 1766 (Formulation) •• • •• •• • 
42055303 3125 PER BR 1760 (TGAI) 

43213001 3125 PER BR 1874 (TGAI) • • ••• ••• • • • • • • • 43306002 3125 PER BR 1880 (fGAI) • • • • • • • •• • • • • • • • • • ~2256302 3125 PER BR 1766 (Formulation) • • • • • • • • • • • • Submitted with application for Advantage Plus® 9 
62-3 Analytical method tt556 OWN ReportNo.75130 for Cat~ 

x: moi ijfEP Adotmatrixl AdvantagePiusDogs.doc 
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II" UNITED STATES ENviRONMENTAL PROTECTION AGENcY-

401 MStreet,S.W. 
W ASHIN_GTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 . -

Paperwork Reduction Act Notice: The "public reporting burden foi this collectio" of information is eslimaWd to avemge 0.25 hours per r'espons~ for regisinuion activities and .025 hours Per r~Sp!)nSe 
for infomi<ition, including suggestions for reducing the burden t6: Dire\:tor, OPPE Information Management Division (2137), U.S. Envirorimental Protection Agency, 401 M Street, S.W., Washington, DC 
20460, Do not send the form to !he addresS. - ---_--

DATAMATR!X -
Date: April-7,2000 EPA Reg No.!FiJe-Symbol: 11556-~ 1155~-XXX Page 2 of 10 

11556-XXX, 11556-X:XX 
Bayer Corporation- Agrii:ullure Division, Animal Health Product: Advantage Plus® 10 for Dogs!-"' Ingredient: Imidacloprid, CAS 138261-41-3 
P.O. Box 390 Advanw.ge Plus® 20 for Dogs 
Shawnee Mission, KS 66201-{)390 Advantage Plus® 55 fur Dogs Pyriproxyfen, CAS.= 95737~8-1 

Advantage Plus® 100 for Dogs 

Note 
Guidelioe Guideline Study N11me MRlD Submitter S.tlltUS Report Number Description Reference Number 
Numbu 

42055304 3125 PER BR 1761 (fGAI) 

63-1 Chemical and Physical Properties 42256302 3125 PER BR 1766 {Formulation) 
42055304 3125 PER BR 1761 {TGAI) 

63-2 Appearance 42256302 3125 PER BR 1766 {Formullllion) 
42055304 3125 PER BR 1761 (TGAI) 

63-3 Phy>ical state 42256302 3125 PER BR 1766 (Formula! ion) 

42055304 3125 PER BR 1761 (TGAI) 

63-4 Odor 42256302 3125 PER DR 1766 {Formulation) 

63-5 Melting point 42055304 3125 PER BR 1761 {TGAI) 

63-6 Boiling point 42055304 3125 PER BR 1761(fGAI) 

42055304 3125 PER BR 1761 (TGAI) 

63-7 Density 43356301 3125 PER BR 1761 (Formulation) 

63-8 Solubility 42055304 3125 PER DR 1761 (TGAI) 

63-9 Vapor pressure 42055304 3125 PER BR 1761 {TGAI) 

63-10 Dissociation oonstant • • • • •• • N.A - Does not dissociate 
63-11 Octanol/ wlllcr partition •••• • •• : 42055304 3125 PER BR 1761 {TGAI) • • • • • 

•• ••• •• • 42055304 3125 PER BR 1761 (fOAl) 

63-12 pH 42256302 3125 PER BR 1766 {Formulation) 

63-13 Stability • . 42055304 3125 PER BR 1761 (TGAI) 

63-14 Oxidizing I reducln""cQo( • • • • 3125 PER N.A.- No oxidlllive or reductive characteristics • • • ••• 
63-t5 Flammability • • (2055304 3125 PER BR t761 (TGAI) • • • • • • •• 
63-16 Explodability 42055304 3125 PER BR 1761 (TGAI) 

x:moiij/EP Adotmmrixl AdvantagePius Oogs.doc 
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LJNI'rED STATES ENViRONMENTAL PROTECtiON AGENCY 
401 M Street, S.W. 

W ASIIINGTON, D.C. 20460 Fonn 
Approved OMS No. 2070:0060 

Papcrwotk Reduction Act Noti~e:'ll).e pu_l!lic reporting burden for this collection ofinfonnation-is estimated to average 0.25 hours per respOnse for registration ~clivi ties and .025 hours per response 
for inf01mation, including suggestions for reducing the burden to: Director, OPPE lnfonnatiori Management Division (2137), U.S. Environmental Protection Agency, 40\ M Street, S.W., Washington, DC 
21!460. -Do not s_end the fonn to the address. 

DATA !\lATRIX '7?;;- -

Dilte: Apli\7, 2000 EPA Reg NoJFi!e Symbol: 115~~~; 11556-XXX Page 3 of 10 
11556-XXX, _11556-XXX 

Bayer Corporation- Agriculture Division, Animal Health Product: Advantage Plus® 10 for Dogs V Ingredient: Jmidadoprid, CAS= 138261-41-3 
P.O. Box 390 Advantage Plus® 20 for Dogs 
Shawnee Mission, KS 66201-0390 Advantage Plus® 55 for Dogs Pyriproxyfen, CAS"' 95737-68-1 

Advantage Plus® I 00 fur Dogs 

No• 
Guid~line Guideline Study Nam~ MRID Submitter Status Rtport Numb~r 

-· ___r:.s~~ip~o~ .. Refu~nce Number 
Number 

L --· - ---- --···-·· -· -

42055304 3125 PER BR 1761 (TGAl) 

63-17 Storage stability 42256302 3125 PER BR 1766 (formulation) 

63-18 Viscosity 3125 PER N.A.-Solid 

63-19 Miscibility 3125 PER N.A.- Solid 

42055304 3125 PER BR 1761 (TGAI) 

63-20 Corrosion characteristics 42256302 3125 PER BR 1766 (formul~tion) 

63-21 Dielectric breakdown volt N.A.· Solid 

64-1 Submitt~l of samples Samples available upon request 

Product Chemistry: Identity, Composition, ~ub:nttted witn app teat ion !Or Advantage Ius® 9 
830-Group A Analysis 11556 OWN Report No. 75133 for Cats 

Report 0. 15\3! 1 ~ub_mtttcd with app tcallOn fOr Advantage P us!K> 9 
830-Group B Product Chemistry: Physi~:ai/Cbemical Properties 11556 OWN for Cats 

Wildlife and Aquatic Organisms, Section 158.490 

71-1 Acute avian oral· quail/duck: N.A. 

7l-2(a) Avian dietary- quail • • • • N.A. •••• • •• 
71-2(b) Avian dietary • duck • • • • • • N.A . • • • • • 

71-3 Wild mammal toxicity N.A. 

71-4(a) Avian reproduction- quail N.A. 

7l-4(b) Avian reprOOuction..-•cWc~ • • ••• ••• • A. • • • 
71-5 Simulated or actulll~fit!d ~<!' • • • • • • N.A . 

72-l{a) Fish toxicity- bluegill • • • • N.A. 

72-l(b) Fish toxicity bluegill- tcp N.A. 

x:muiij/EP AdotmatrixJAdvaruagcPiusDogs.doc 
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. .·-- . UNITED STA-TES ENv'ui6NMEN1'AL PR(HEC"flON AGENCY' 
. .. 

-401 M Street, S.W. 
WASHINGTON, D.C: 20460 Form 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: The public ~porting bilrden for this collection orin formation is estimated to average 0:2s hours per respoilse for registration activities and .025 hours per response 
for information, inCluding sliggestions for reducing the burden to: Director, OPPE lnfolination Mariagement Division (2137), U.S. Environmental ProJection Agency, 401 M Street, S.W., Washington, OC 
20460. Do oot send the form to llle address. . : - __ __ -_ 

Date: April 7, 2000 

Bayer Corporation- Agriculture Division, Animal Health 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

Guideline Guid~line Study Name 
Reference 
Numbi:r 

. ,, Invertebrate tOXICity Oapltma 

72·2(b) 1nvenebrate toxicity· Amphipods 

72-2(c) Acme aquatic invertebrate toxicity • Chironomids 

72-3(3) Estuarine I marine toxicity- fish 

72-3(b) Esmarine I marine toxicity- mollusk 

72·3(c) Estuar1nclmanne toxicity· s nmp 

72-4(a) Early life stage -!ish 

72-4(b) Life cycle invertebrate 

72-7 Simulated or actual field study 

None Foliar half-life and distribution for potatoes 

Runoff and Erosion predictions for 
None apple/pota.to/cotton 

None Risk assessment for apple/potato/cotton 

None PELMO Modeling· sugarbeet/Germany 

Toxicology, Scctioll 158.340 

81-1 
• • 

Acute oral toxicity l}t ! • • • • . . . . 
• • 

x:moiij!EP Adotmatrix/ AdvantageP!usDogs.doc 
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' • • • 

• • •• • • 

• .. 

MRJD 
Number 

: 42055331 

: 42256313 

43428201 

4367 

• • ... 
• 
' 

) 

DATA MATRIX 1?~ 
EPA Reg NoJFilc Symbol: 1155~-~ 11556-XXX 

11556-XXX, 11556-XXX 

Product: Advantage Plus® 10 for Dogs V 
Advantage Plus® 20 for Dogs 
Advantage Plus® 55 for Dogs 
Advatnage Plus® 100 for Dogs 

Note 
Submitter St>~tus Report Number 

3125 PER Report No. I 00040 (TGAI) 

3125 PER Report No. I 00010 (2 F) 

3125 PER Report No. I 06380 (1.6 F) 

1156 0 Report No. 4 A •) 

11556 OWN Report No. 75195 (Adv Plus) 

Page4ofl0 

lngredieilt; 1mi<!acl0Prid, CAS - 138261-41-3 

Pyriproxyfen, CAS= 95737-68-1 

DescrfptiUn 

N.A . 

N.A. 

N.A. 

N.A. 

N.A. 
N.A. 
N.A. 

N.A. 

N.A. 

N.A. 

N.A. 

N.A. 

N.A. 

Subm•!:w Willi appllcatton wr Au vantage P usw 9 
for Cats 
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---. -. UNITED STATES ENVIRONMENTAL PROftcT!ON AGENCY -

40\MStn;et,S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMD No. 2070-0060 

Paperwork Reduct[on Act Notice: The public reponing burd~n for this co!!eetion of information is estimated to average 0.25 hours per response for' registration activities and .025 hours per response 
ibr information, including' suggestions for reducing the burden-to: Director, OPP£ Information Management Division (2 !37), U.S. Environmental Protection AgencY, 401 M Streel, S.W., Washington, OC 
20460. Do not send the form to the address .. 

DATA MATRIX 

Datt: Apri\7, 2000 EPA Reg No.!File Symbol: !!55~-~ l\556-XXX Pa!,e5 of !0 
11556-XXX, I !556-X:XX 

Bayer Corporatioo -Agriculture Division, Animal Health Product:· Advantage Plus® 10 forDogsV lngndi~nt: hnidadoprid, CAS 138261-41-3 
P.O. Box 390 Advanl3ge Plus® 20 for Dogs 
ShaW!lee Mission, KS 66201-0390 Advantage Plus® 55 for Dogs Pyriproxyfen, CAS= 95737-68-l 

Advantage Plus® 100 for Dogs 

Note 
Guiddint Guideline Study Name MRI~ Submitttr Status Rt~nrt NUmber IDtscription 
Ref~rtn~e Number 
Number -

42055332 3125 PER Report No. I 00041 {TGAr) 

42256315 3\25 PER Report No. 100002 {2 F) 

4342&201 3125 PER Report No. 106380 (1.6 F 
4379 ' 5 R~port No. 4 (A v) 

Submllted with app •catiOn tor Advantage !'luS®9-
81-2 Acute dcnnaltoxieity, rnt/rnbbit 11556 OWN Report No. 75196 for Cats 

42055333 3125 PER Report No. 99806 (fGAJ) 

42286101 3125 PER Repon No. 99806-1 (TGAI) 

422563 I 7 3125 PER R~port No. 100012 {2 F) 

4342820 I 3125 PER R~portNo. 106380(1.6F) 
4 679 0 1556 WN cport No. 4) Adv) 

81-3 Acute inhalation toxicity, rat OWN Report No. 75197 {Adv Plus) 
Sub~ittcd w"nh app\ica(wn for Advantag~ Plus® 9 

I 1556 for Ciits 

42055334 3125 PER R~port No. 99679 (fGAI) 
• • • •• • • • • 42256319 3125 PER R~port No. 99815 (2 F) ..... • •• • • • • • • 43428201 3125 PER Report No. 106380 (1.6 F) • • • • •• • •• .. • 43428201 3125 PER Rtport No. 106380 (I .6 F) 

' ' 11556 OWN eport No, 4588 A v) 

Primary ~ye irritation .. rabbil ••• •• • • ~UbJtlltted with appliCatiOn for Advantage Plus® 9 
8H • • • • • • • 11556 OWN R~port No. 75199 (Adv Plus) for Cats • • • • • • • • • • • • • 

x :moiij!EP Adotmatrix/ AdvantagePlusDogs.doe 
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- ~ ----- UNITED STATES ENVIRONMENTAL PROTECTI6J-rAGENCY 

. _401 M Street, S.W. 
WASHINGTON. D.C. 20460 Fonn 

Approved OMB No. 2070-00~0 

Paperwork Reduction Act Notice: The pul]Jic reponing burden for this collection ofinfollllation is estimated to average 0.25 hours per response for registration activities and .025 hOurs pet respo~sc 
fbr infonnatinn, including Suggestions for reducing the burden to: Direclor, OPPE lnfonnation M~nagement Division (2137), U.S. Environment3.1 Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. · 

UATA MATRIX ~ - , 
f-oDc,c,,-,-Acpo-;0t~7,02°0~00~....:-------------------~E0P0A~RC<gCN~oCJF;;:Bo•~S0ym::,.bo7t-, - 7t7t57s064.llll!<, 11556-XXX Page 6 of 10 

• - 11556-XXX, 11556-XXX 
BaycrCorporalion -Agriculture Division, Animal Hcallh Product; Advantage Plus® 10 for~ Ingredient: ImidaclOprid, CAS 138261-41-3 
P.O. Box 390 Advantage Plus® 20 for Dol:~ 
Shawnee Mission, KS 66201.0390 Advantage Plus® 55 for Dogs Pyriproxyfen, CAS = 95737-68-1 

Advantage Plus® 100 for Dogs 

Note 
Guid~linc Guideline Study Name MRID Submitter Status Re ort Number Description 
Rcfercnte Number P 
Number 

-·-· ---

42055335 3125 PER Report No. 99804 (TGAI) 

42256321 3125 PER Report No. 99816 (2 F) 

43428201 3125 PER Report No. 106380 (1.6 F) 

' 05 It OWN Kcport No. 745 A 

81-5 Primary dcnnal irritation- rabbit 11556 OWN Report No. 75200 (Adv Plus) 
S~-b~1ttcd wnh app 1Cat1on tor Advanroge Plus® 9 
for Cats 

42055336 3125 PER Rt:port No. 99800 (TGAI) 

42256323 3125 PER Report No. 100003 {2 F) 

43428201 3125 PER Report No. 106380 (L6 F) 
4 67960 t556 OWN cport No. 74 87 (A v) 

.. ~ Oennill scnsili"lation- guinea pig 11556 OWN Report No. 75201 (Adv Plus) 
~ubm1t:ea with app icauon or Aavantagc Pus® 9 
for Cats 

43170301 3125 PER Report No. 106348 

81-8(SS) Acute neurotoxicity 43285801 3125 PER Report No. 106348-1 

82-l(a) 90-day feeding- rodent • • • • 42256327 3125 PER Report No. I 00036 

82-l(b) 90-day feeding- non-rodent • • • • • • 42256328 3125 PER Report No. 100176 

82-2 21-day dcnnal -rabbit/rat .. ... .. • 42256329 3125 PER Report No. I 00688 

82-5(b) 90 day neurotoxicity- mammal 43286401 3125 PER Report No. I 06356 

• • ·-·· ... • 42256331 3125 PER Report No. 100652 
• • • • • • • • • • • • ... 2256332 3125 PER Rcp011No.101931 
• • • • • • • . 
• • • • • • .. 12256333 3125 eER Rcp011 No. 102658 • • • • 

83-l(a) Chronic feeding toxicity- rodent 42256334 3125 PER Report No. 99672 

83-l(b) Chronic feeding toxicity -non-rodent 42273002 3125 PER Report No. 1 00015 

x:moiijfEP Adotmatrixl AdvantagePlusDogs.doc 
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UNITED S\ATE$ EN\'1B.0NMENTAL PROTECTION AGENCY' • 
.. 

491-M Street, S.W. 
WASHINGTON, D.C. -20460 form 

Approved OMB No. 2070-0_060 

Paperwork ReductiOn Act Notice: The public reporting burden for this collection of informal ion is estim3ted to average 0.2$ hours per response for regisuation activities-and .025 hours per response 
for information, including suggestions for reducing the burden to:-Directot, OPPE lnfomiatibil Management Division (2137), U.S. Environmental Protection Agency, 401 M S:tteet: S:w., Wi!Shington, DC 
20460. Do not send the form to !he address. __ · · - · 

DATA~TRIX 'I! FT. ·. 

Date: April 7,.2000 EPA Reg NoJFile Syrn!ml: 11556--~, 11556-XXX Page7ofl0 
. 

. 11556-XXX, 115$6-XXX 
Bayer CorporatiOn- Agriculture Division, Animal Health Product: AdVantage Plus® \0 for DogsV Ingredient: Imidacloprid, CAS 138261-4\-3 
P.o. Box 390 Advaniage Plus® 20 for Dogs 
Shawnee Mission, KS 66201.(139{) Advantage Plus® 55 for Dogs Pyriproxyfcn, CAS"' 95737-68-1 

Advantage Plus® 100 for Dogs 

Note 
Guideline Guideline Study N11me MRID Submitter St11'tus Report Number Description Reference Numbl:r 
Number 

42256331 3125 PER Report No. 100652 

42256332 3125 PER ReportNo.IOI931 

42256333 3125 PER Report No. 102658 

8J-2(a) Oncogenicity· ral 42256334 3125 PER Report No. 99672 

42256335 3125 PER Report No. 100693 
42256336 3125 PER ReportNo.I0\929 

83-2(b) Oncogenicity· mouse 42256337 312$ PER Report No. 99808 

83-3(a) Developmental to~icity- rat 42256338 3125 PER Report No. 98571 

83-3(b) Developmental toxicity- rabbit 42256339 3\25 PER Report No. 98572 

834 Two generation reproduction - rat 42256340 3125 PER Report No. 100647 

42256341 3125 PER Report No. 101276 
42256342 3125 PER Report No. 98584 

84-2(a) Gene mutation (ames test) 42256343 3125 PER Report No. 98570 

42256344 3125 PER Report No. 100021 

• • • .. • 42256345 312$ PER Report No. 99262 
• • • •••• ... • 42256346 3125 PER Report No. 99257 • • • • • • • • • • 42256347 3125 PER Report No. 102652 .. ... .. • 

Structural chromosomal aberration 42256348 3125 PER Report No. 1026$4 

84-2(b) 42256349 3125 PER Report No. 102655 

• • • • • • • 42256350 3125 PER Report No. 99676 • • • • • • • • • • • • • • • ,2256351 3125 PER Report No. 101275 • • • • • • .. 
• • • • !12256352 3t25 PER Report No. 98573 

844 Other genotoxic effects 42256353 3\25 PER Report No. 102653 

x:moiij!EP Adolrnatrix/AdvantagePI wDogs.doc 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

WASHINGTON, O.C. 20460 Form 
ApprovcdDMB No. 2070-0060 . 

Paperwoik Reduction Act Notice: The publjc reporting burden for this collection oflnformation is estiniated to average 0.25 hours per respOnse for n;gistration 3ctivities and .025 hours ·per resp_on~e _ :-
fOr information, including suggestions for reducing-the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protcctioil'Agency, 401 M Street, S.W., Washington, DC 
20460. Do not scn'd the form to the 3ddress. - • - -

DATA MATRIX - . :' 
Date: April 7, 2000- EPA Reg NolFileSymbol: 11556-.}SC'{, 11556-XXX ra:ge8of10 

11556-XXX, 11556-XXX 

Bayer Corporation- Agriculture Division, Animal Health Product: Advanlagc Plus® 10 for OogsV lngredient: lmidac\6prid, CAS --1 ~8261-41-3 
P.O. Box 390 Advnntagc Plus® 20 for Dogs 
Shawnee Mission, KS 6620 [..(1390 Advnntage Plus® 55 for Dogs Pyriproxyfen, CAS= 95737~8•1 

Advnntage Plus® I 00 for Dogs 

Note 
Guideline Guiddine Study j'lamr _ MRID Submitter Sbtus Report Nu"mber Dcscrip!ion 
Reference ·Number 
Number 

42256354 3125 PER Report No. 101999 

42256355 3\25 PER Report No. 87264 

42256356 3125 PER Report No. 87265 

85-1 General metabolism 42256357 3125 PER ReponNo.\02617 
43679607 1155 0 eport o. A ') Dogs 
43679608 11556 OWN Repon o. 4 90 (Adv) Dog< 

870.7200 44 99801 11556 WN eport No. 747 A ') Pupptes 

11556 OWN eport No. 5121 A' Ius) Dogs, u mttte wt 1 \hts app tcatton 

(86-1) Domestic Anim:tl Safety 11556 OWN Repon No. 119 {A vPuSJ upptes, Submmed Wt IS app tcatton 

43679503 11556 OWN Report o. 4571(Av C•• 
43679504 11556 OWN 1 Keport No. 4581 (AdV) c•• 
43679609 J\556 WN Report No. 4 (Adv) Dog• 
436796\0 11556 OWN Report o. 4541(Adv) . Oogs 
44256901 11556 OWN '"" 0. 4 (A v) pee o ca ·1 

44256902 11556 OWN cport o. 47828 (A v) Larvtct c tcacy 

• • • • • • 44256903 11556 OWN Repon No. 47~.l (Adv) fnccts o ShWllpootng 
• • • • • •• ... • 1021 PER Report No. IOIS-94 riproxyfcn e tcacy 
• • • • • • • • • • 1021 PER eport o. 01016-' Pynproxy en e tcacy 

•• ••• •• 
1021 PER Report NO. \)T006-96 Pynproxyten etllcacy 

95-9 Efficacy 1021 PER Repnrt No_ 023-93 P)Ttproxy en c tcacy 

Plant Protection, Section • • • • • • • 
158.540 • • • • • • ••• • . • • • • 

122-2 Aquatic plant growtfl. • • • • • :· I • I N.A. • • • 
123-2 1 Aquatic plant growth I I I I __ JN.A. 
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'. , .. ------ UNITED STATES ENViRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

WASHrNGTON, D.C. 20460 Fonn 
Approved OMB No. 2070:.0060 

Paperwork Reduction Act Notice: The public teporting burden foi this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggesllons for reducing the: burden to: Director, OPPE Information Managemeril Division (2137), U.S. Envimnrncn!all'rotection Agency, 401 M Street, S.W., WashingtOn, DC 
20460. Do not send the form to the address. 

DATA MATRIX ~ 
. 

. 

Date: April7,2000 'EPA Reg No./File Symbol: 1155~~~· 11556-XXX Page9ofl0 
11556-XXX, 11556-XXX 

Bayer Co~poration- Agrieullure Division, Animal Health Product: Advantage Plus® 10 for Dogsv-- Ingredient: lmidacloprid, CAS 138261-41-3 
P.O. Box 390 Advantage Plus® 20 for Dogs 
Shawnee Mission, KS 66201-0390 Advantage Plus® 55 for Dogs Pyriproxyfcn, CAS"' 95737-68-1 

Advantage Plus® 100 for Dogs 

Note 
Guideline Guideline Study N•me ]',·ffilD Submilter Status Report Number l Description Reference Number 
Number 

Non-Target Insects, 
Section t58.590 

141- Honey bee acute contact N.A. 

141-2 Honey bee residue on foliage I I I N.A. 

Reentry Proteclion, 
Section 158.390 

230-236 1 Mixer/loader/apPlicator exposure I I N.A. 

Environment~ I F~te, 
Section 158.290 

161-1 Hydrolysis N.A. 

161-2 Photodcgradation- water N.A. 

161-3 Photodcgradation - soil N.A. 
162-1 Aemb1csml metabolism N.A. 

162-2 Anerobic soil metabolism N.A. 

162-3 Anacmbic aquatic metabolism • • • .. • N.A . 
163-1 Lcac 1ng/ a orpuo esorpt10R • • • ... • A 

·I errestna " ISS1pat10n • • • • • N.A. 

165-1 Confined rotational crop N.A. 
I 5·2 icld rotahon crop NA 

-I roun water- sma llr sp,.eetwc ... 
• 
... • N.A. 

None Environmental fate 4-ntJa:Y ! • • ... N.A . • • • • • • 
• • • • • 

x:moiij/EP Adotmatri.x/AdvanlagePiusDogs.doc 
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UNitEb STATES ENVTRONM'ENTALPROTECTION AGENCY ' 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

ApproVed-O_MD No. 2070-0060 

Paperwork Reduction Act Notice: The public' reporting burden for this collection of infOrmation is estimated-tO average 0.25 hours per response for registratiOn activities and .025 hours per response 
for .information,.including suggeslions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmrntal Proteclion.Agcncy, 401 M Slreet, S.W., Washington, DC 
20460. Do-not-send the form to the addre~s, -

DATA MATRIX 'KE'I 
Date: April7,2000- EPA Rq;No./File"Symbol: 11556-~; lJ 556-X:XX PagC IOo(JO ' 

11556-XXX, 11556-X:XX 

Bayei Corporation- Agriculture Division, Animal Health Product: AdV3fltage Plus® 10 for Dugs V Ingredient: Imidacloprid, CAS J3S261-41-3 
P.O. Bo>: 390 Advantage Plus® 20 for Dogs 
Sha~ce Mission, KS. 66201-0390 Advl!Tltage Plus® 55 for Dogs l'yripro>:yfen, CAS"" 95737-68-1 

Adv!lfllage Plus® HlO fot Dogs 

Note 
Guideline Guideline Study N~'!'e MRID Submitter Staltls Report Number l Description Ref en: nee Number 
Number 

Re!>idue, Section !58.240 

171-43 Nature o res1 ue ·plants N.A. 

I 71 -4( ) N:nure o rest ue- hvestoek and pou try N.A. 

l71-4c Rcs1 ue ana yuca method -pants N.A. 
171-4 d Res1 ue analytical me od • ammal NA 
171-4(e) Storage stabtltly A 
171-4(j) Magnnu e of rest ues ·mea milk/poultry egg N.A. 

J7J-4(k) M3gnitude of residue -crop field trials N.A. 

171-4(1) Magnitude of residue- processed food/feed N.A. 

171-4 m) e od vah a!IO mu trrcs1due method A 

None Bene Its RCjXJrls 

Nooc Dietary Ana yStS N.A. 

§(a;;, L " 7Ji(J 7', 
F. Terry McNamara 

April 7, 2000 
Signature ••• Manager, Preclinical Development 

(J •••• ... • • • • • ... .. .. . •••• 

• • ... ... • • • • • • • • • • • • • • .. . 
• • • • • • • • . • • • • • • • .. • • • • • • 
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Shawnee Missioni.~\:S 6620Hl390 

Guide! inC Study NMmc 

x: moiij/EP Adotmatrix/ AdvanlilgePI usDogsPUBU C. doc 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

MRID 
Number 

WASHINGTON, D.C. 20460 Fonn 

Submitter 1 Stll.tus 

11556 

1 
' 

Pyriproxyfcn, CAS"" 957.37-68·1 
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P.O. Box j9Q 
Shawnee t.;:ission, KS 66201..{1390 

GuidtlineStudy Name 

x:moiijfEPAdotmatrixl AdvanlagePiusDogsPUBLIC.doc 

• 
UNlTED STATES ENVII{ONMENT AL PROTECTION AGENCY 

401 MStrect,S.W. 

MRID 
Number 

WASHINGTON, D.C. 20460 Form 

Submittir I Status 

Pyripro"?'~en; CAS'"' 95737-68-1 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
40 I M Street, S.W. 

WASHINGTON. D.C. 20460 Form 
Approved OMB No. 2070-0060 

PUpe!Work R~u~tion Act NO!i•e: The public reporting burden for !hi> collection of information is estimaled to average 0.25 hours per re~ponse for registration activities and .025 hours per respon~e 
for infonn~tion, including suggestions for reducing tile burden to: Director. OPPE lnformatiou Management Division (2137), U.S. Environmentlll Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the addrc:ss. 

DATA MATRIX . ·' 
D•tc: April7. 2000 EP,\ Rtg No.!File Symbol: 1155(•-.EE!;'It. 11556-XXX Pagd of 10 

11556-XXX, 11556-XXX 

B~yer Corporati11n ·Agriculture Oivisiun. Animal lfealth Prod uti; .'\dvanlagc I'! us® 10 for Dogs....- ln~:rfilient: lmidadoprid. CAS .... 138261-41·3 
P.O. Box ~90 Advantage Plus® 20 f11r Dogs 
Shawnee Mission, KS 66201-039{) Ad\·antage Plus® 55 for Dog.~ Pytiproxyfcn, CAS= 95737-68-1 

AdvMtage Plus® I 00 for Dogs 

Sot<" 
Guideline Guideline Study :"'iame MRID Submilter Status Rtport Number ~Deseriptiun Reference !~(umber 
I">11mbu 

~ :11111 iij!EJ•Adotma!ri~/ Ad rantagcPiu~DogsPUBLIC.doc 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Snl:et, S.W. 
WASHINGfON, D.C. 20460Fmm 

Ap1mwed OMB No. 2070-0060 

Paperwork Reduction Aet Notice: lllc public reponing burden for this colleetion ofinfonnation is cstimatcd to average 0.25 hours per response for ~gistration activities and .025 hours per response 
for infonnation, including suggestions. for reducing !he burden to: Director, OPPE lnfonnation Management Division (2137), U.S. Environmental Ptotcdion Agency, 40\ M Street, S.W., Washington, DC 
20460. Do not send the form to the addn::ss. 

DATA !\lATRIX 
D.11tc: April?, 2000 EPA Rq:: NoJFllc Symbol: 

,,-;).--

11556-~ II 556-XXX 
11556-XXX. 11556-XXX 

Pagc4oflO 

Baytr Corporation- Agriculture Division, Animal Health 
P.O. Box390 

Prudud: Advantage PIU5® 10 for J)Qgs 
Adv:mtagc Plu~® 20 for J)Qgs 

Advantage Plus® 55 for Dogs 
Ad~ anlage Plus® 100 fur Dogs 

Tngrtdieru: Tmidacloprid. CAS= 138261-ff.J 

Shav.nec Mi5sion, KS 66201-0390 

Guiddine Study N•me 

• • • • 

MRID 
Number 

• • • • •• • • • • • 

x ·moiij/JOP Aclounatrixl Advillltage]>l U';])og:;PUBLI C .doc 

Pyriproxyfen, CAS= 95737-68-1 

Nate 
Submitter Statu! Rtport Numbtr 

11556 I OWN 
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Shawnee Mission, KS .6620I.Q390 

Guidclinc 
Referfnce 
Number 

GUideline Study Name 

x:moiijiEPAdotmatrix/ AdvantagcPiusDogsPUBU C.doc 

uNiTED STATES ENViRONMENTAL PROTECTION AGENCY 
401 MStreet,S.W. 

MRID 
N.umber 

WASHINGTON, D.C. 20460 Form 

Subminer· I StJtus 

per response 
U.S. Env_ironffiCnlal 

No. 2070-0060 

Agency, 401 M Strc<:t, DC 

Pyriprox:yfen,. CAS = 9~!3 ?-68_-1 
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UNITED STATES ENVIRONMENTAL PROTEGnON AGENCY 
401 M S!re!et, S.W. 

WASHINGTON, D.C. 20460Forrn 
Approved OMB No. 2070-Q060 

Paperwork RedUction Act Nolice:_The public reponing buiden for this collection of information is estimated io average 0.25 hours~ respoilsc for registration activities and .025 hours per_ response -
for information, including suggestioos for reducing the burden to: Di.J.ector, OPPE Information Mllllagtmcnt Division (2137), U.S. vironmcntal Protection Agi:ncy, 401 M Street, S.W., Washington, DC 

. 20460. Do not send the form to the address. _ -
.. 

DATA~1ATRIX 'f?F 
Date: April7, 2000. . . EPA Reg NoJFile Symbol: · 1"155~~ 11556-XXX Pagc60f!O 

-1_1556-XXX,l1556-XXX . 

Ba~r Corporation ·"Agriculture Division, Animal Health Product: Advantage PIUs® fO fofDogs V- lngndient: Imidadoprid, CAS 138261-•H-3 
P.O. Box 390 Advantage Plus® 20 for Qogs 
Shawnee Mission, KS 66201-0390 Advantagci-P1us® 55 foi" Dogs Pyriproxyfcn, CAS"' 95737-68-1_ 

Advantage Plus~l-1 00 fOr Dogs 

Note 
Guideline G'nidi:linc Study Name MRID Submitter Status Report Number ~ Dc~riptio~ Reference Number 
-Number -

x:moiij/EP Adolnlatriltl AdvantageP1usDogsPUBLIC.doc 
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UNITED STATES ENVIRONMENTAL PROTECilON AGI;'NCY 

401 M Street. S.W. 
WASJUNGTON. D.C. 20460 Form 

Approved OMB No. 2070·0060 

l'apcrwotl: Reduction Act Notiee: '\lie public reporting burden for this collection of information is estimated to avetage 0.25 hours per rcspon!>e for registration activities and .025 hours per response 
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Pyriproxyfen, CAS"' 95737-68-1 
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UNITED STATES ENVIRONMENTAL PROTECT-ION AGENCY 

401 M·Street, S.W. 
WASHINGTON, D.C. 20460 Fonn 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: The public reporting burden for !his collectiOil of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
fur information, if!cluding suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Envill.mtnental Protection Agency, 401 M Street, S.W., Washington, DC 
204fiO. Do not send the fonn to the address. 

DATA MATRIX 

D11te: April 7,2000 EPA RegNoJFile'Symbol: 11556~ 11556-XXX 
11556-XX:X, 11556-XXX 

Page 9ofl0 

Bayer Coljloration ·Agriculture DiVision, Animal Health 
P.O: Box 390 . 

Produ.ct: AdVaritage.Plus® 10 for Dogs 
Ad_vantagC' Pius® 20 for Dogs 

Ingredient: _lmidacloprj_d; CAS~-13826I::;n.J 

Shawnee Mission, KS 66201-0390 Advantage Plus® 55 for Dogs Pyriproxyfen, CAS'=95737-6S"l 
Advantage PIU5® ·roo for Dogs · 
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UNITED STATES ENVIRONMENTAL PROTECflON AGENCY 

401 M Street, S.W. 
WASHINGTON. D.C 20460 Form 

Approved OMS No. 2070-0060 

Paperwork Reduction Aet Notice: The pu~lic reporting but den for !his collection of infommtirm is ~stimated to avemge 0.25 hours per response for regimation activitie~ and .025 hours per response 
for information. including suggestions for reducing the burden to: Director, OPPE lnfomtution Mllllagcmcnt Division (2137), U.S. Environmental Protection Agency, 401 M Streel S.W., Was~ington, DC 
20460. Do not send the form to the address. • 
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Not~ 
Guideline Guideline Study Name MRID Submitter Statu~ Report Numbtr De,cription 
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ATTACHMENT 
FOR 

APPLICATION FOR PESTICIDE REGISTRA T!ON 

Advantage Plus® 10 for Dogs 

With this application form and the enclosed documents, Bayer Corporation requests the 

registration of Advantage Plus0 10 for Dogs, a new insecticide product. 

Briefly, this product will consist of a blister package constructed of cardboard, plastic and 
foil containing individual plastic tubes each containing 0.4 ml of the liquid insecticide . 
There will be two package sizes- a 4wtube package and a 6wtube package. The blister 
package containing the tubes will be placed in a cardboard box. The box will contain all 
of the draft labeling text, dated 417/2000, which is enclosed (5 copies each), except for 
directions for use. The complete label text, including directions for use, will be included 
in a leaflet insert that will accompany the blister package in the cardboard box. The 
individual plastic tubes inside the blisters will contain only the draft labeling indicated on 
page 8 of the label text, again dated 4/7/2000, which is enclosed (5 copies each). Please 
note, because the tubes are very small in size, we are proposing that only the product 
name, the active ingredients, the amounts of the active ingredients and the EPA Reg. No. 
be printed onto each tube (again, the overall blister package will contain complete 
labeling). Also note, this packaging and labeling scheme is identical to that used by 
Bayer's currently registered product, Advantage® 10 for Dogs (EPA Reg. No. 11556w 
I I 7) . 

PRODUCT CHEMISTRY. 
The insecticide formulation is a liquid solution of imidacloprid (9.1% w/w) and 
pyriproxyfen (0.46% w/w) in inert ingredients which are on EPA's list of acceptable inert 
ingredients for use in pesticides. Two (2) copies of the Confidential Statement of 
Formula (CSF) for this product are enclosed. The source of the active ingredients for this 

product are  
. The product chemistry data to support the registration of this 

new formulation are in the following Bayer Reports: 

Bayer Report No. 75133 entitled "Product Chemistry of (10% w/v, 9.1% w/w) 
Imidacloprid + (0.5% w/v, 0.46% w/w) Pyriproxyfen Topical Sol!JJ:iQil.- OPPM•• 
830 ~Group A: Product Identity, Composition, and Analysis", : : : • 

• • 

x:moiijlepadoc/GGGEPA28.doc (scc2) Page 1 of 6 
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• • •••••• • 
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Bayer Report No. 75132 entitled "Product Chemistry of(IO% w/v, 9.1% w/w) 
Imidacloprid + (0.5% w/v, 0.46% w/w) Pyriproxyfen Water Topical Solution, 
OPPTS 830 Group B- Physical/Chemical Properties" and, 

Bayer Report No. 75130 entitled "Validation of Bayer Animal Health Test 
Method TMC~ 14.02 for the Determination oflmidacloprid and Pyriproxyfen 
Topical Solution Formulation by HPLC." 

Three (3) copies of each of these reports accompany the application for Advantage Plus® 
9 for Cats. Although the report titles do not use the "Advantage Plus" trade name, the 

formulation described and tested is Advantage Plus® I 0 for Dogs. 

TOXICOLOGY 

Also enclosed with the Advantage Plus® 9 for Cats application are three (3) copies of the 
following six reports describing the results of Guideline 870.1100 through 870.2600 
acute toxicology testing: 

EPA 
Guideline 
Number 

870.1100 

870.1200 

870.1300 

870.2400 

870.2500 

870.2600 

Bayer 
Report 
Number Bayer Report Title 

75195 Acute Oral Toxicity Study with Imidacloprid (9.1 %) 
/Pyriproxyfen (0.9%) Spot On in Rats 

75196 Acute Dermal Toxicity Study with lmidacloprid 
{9.1 %)/Pyriproxyfen (0.9%) Spot On in Rats 

75197 

75199 

75200 

75201 

Acute 4-Hour Inhalation Toxicity Study with 
lmidacloprid (9.1 %)/Pyriproxyfen (0.9%) Spot On in 
Rats 

Primary Eye Irritation Study in Rabbits with 
Imidacloprid (9.1 %)/Pyriproxyfen (0.9%)/5.0% Water 
Spot On 

Primary Dermal Irritation Study in Rabbits with 
lmidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On 

Dermal Sensitization Study in Guinea Pigs- Closed 
Patch Technique with Imidacloprid (9.IJ!l1J>;ripro~j:f11* 
(0.9%) Spot On : : : • 

• • 
•••••• • • • • 

• • •••••• • 
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Please note, the study titles refer to test materials with a slightly different formulation 
than that which is proposed for registration. The formulation proposed for registration 
contains 9.1% imidacloprid, 0.46% pyriproxyfen, and , and the other inert 
ingredients identified on the enclosed Confidential Statement of formula. The 
formulation used for five of the acute toxicity studies contained 9.1% imidacloprid and a 
higher pyriproxyfen concentration (0.9%) and no . The formulation used for the 
primary eye irritation study (Bayer Report No. 75199) contained 9.1% imidacloprid, 
0.9% pyriproxyfen, and  (please note the study title states 5% water and the 
formulation was 5% water on a volume/volume basis, but on a weight/weight basis, the 

 concentration is  as documented in the Confidential Appendix to Report No. 
75199). These studies are being submitted in support of the registration for the 
formulation with 0.46% pyriproxyfen. As per EPA's November 2, 1999 meeting with 
Bayer, the Agency's technical reviewers (Byron Backus and John Redden) confirmed that 
EPA would accept these studies since the formulation tested represents a "worst case" 
compared to the current formulation proposed for registration . 

The results of these toxicology studies demonstrate that the appropriate signal word is 
"CAUTION" for all six Advantage Plus® products. The toxicity categories based on the 
study results are summarized below. 

Study Type Bayer Report Number Toxicity Category 
Acute Oral 75195 III 

Acute Dermal 75I96 IV 
Acute Inhalation 75I97 IV 

Primary Eye Irritation 75199 III 
Primary Dermal Irritation 75200 IV 

Dermal Sensitization 7520I Negative 

To address the Guideline 870.7200 (86-1) Domestic Animal Safety requirement for 

Advantage Plus® I 0 for Dogs (and also Advantage Plus® 20, 55, and 100 for Dogs), three 
(3) copies of the 870.7200 report for adult dogs and three copies of the 870.7200 report 
for puppies are enclosed with this application. Specifically, copies of Bayer Report 
No. 75121 entitled "Evaluation of the General Safety of9.1% (w/w) Imidacloprid with 
0.9% (w/w) Pyriproxyfen Spot-on Formulation in the Target Species, Adult Dogs" and 
Bayer Report No. 75119 entitled "Evaluation of the General Safety of9. 1% (w/w) 
Imidacloprid with 0.9% (w/w) Pyriproxyfen Spot-On Formulation in the Target Species, 
Seven Week Old Puppies" are enclosed with this application. 

Also, the above cited domestic animal safety studies support the registration of the other 
® •••• 

Advantage Plus® products for dogs- Advantage Plus 20, 55, and 100 fw.O.ugs- wb~te 
applications accompany this application. i : ! • 

• • •••••• •• •• •• • • • • • 
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EPA MRJD 44256901 entitled "Comparative Evaluation of How Quickly 
Advantage® and FrontlineT" (fipronil) Top Spot Kill Fleas on Dogs" (Bayer 
Report No. 74800). 

Whereas Advantage0 was efficacious against larva! and adult fleas, the new Advantage 
Plus0 product is effective against flea larvae, adult fleas, and flea eggs. The active 
ingredient, pyriproxyfen, is currently registered in at least 92 products for many different 
uses. Among these registrations, there are at least 13 currently registered pyriproxyfen 
flea products which range in active ingredient concentration from 0.125 to 5.3 percent. 
The concentration ofpyriproxyfen in Advantage Plus® (0.46%) falls within the range of 
concentrations of the currently registered products. 

Bayer is citing four efficacy studies for pyriproxyfen.  

"Evaluation of Two Concentrations ofNylar (Pyriproxyfen) in a Dip and 
Shampoo Formulation Against the Hatch of Flea Eggs Collected from Treated 
Cats" (MGK Report No. OTOI8-94), 

"Flea Eggs: Target of the New IGR On~Animal Treatments" (MGK Report 
No. OT016-93), 

"Final Report on Comparison of Isopropyl Alcohol Dilutions ofPyriproxyfen and 
Fenoxycarb on Hatchability of Flea Eggs" (MGK Report No. OT006~96) and, 

"Final Report on the Physiological Effects ofPyriproxyfun on Adults and Eggs of 
the Cat Flea, Ctenocephalides felis (MGK Report No. OT023-93). 

The results of these studies support the once~a~month application rate for Advantage 

Plus® since the efficacious concentration ofpyriproxyfen used in the studies was lower 
than the concentration in the formulation proposed for registration. In addition, the lower 
concentration of pyriproxyfen was shown to be effective for a period greater than one 
month. 

These efficacy study reports also support the registration of the other Advantage Plus® •••• 
products for dogs- Advantage Plus® 20, 55, and 100 for Dogs~ whose a»p:~icmions •• :. .. . . 
accompany this application. : • : • 
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EFFICACY 

To support the claim of flea control for the Advantage Plus® 10 (and 20, 55, and 1 00) 
product(s) on dogs, Bayer is citing studies previously submitted to, reviewed by, and 

accepted by the Agency for Bayer's currently registered Advantage® 10, 20, 55, and I 00 
for Dogs (EPA Reg. Nos. I I 556-117, -I I 9, -120, -122) products. Specifically, these 
reports are: 

EPA MRID 43679609 entitled "Efficacy Evaluation of Bay t 7391 (lmidacloprid) 
10% Solution Applied Dennally for Control of Fleas on Dogs" (Bayer Report 
No. 74572) and, 

EPA MRID 43679610 entitled "Efficacy Confirmation of Bay t 7391 
(lmidacloprid) I 0% Solution Applied Dermally for Control of Fleas on Dogs" 
(Bayer Report No. 74541) . 

EPA MRID 43679503 entitled "Efficacy Evaluation of Bay t 7391 {lmidacloprid) 
10% Solution Applied Dermally for Control of Fleas on Cats" (Bayer Report 
No. 7457I) and, 

EPA MRID 43679504 entitled "Efficacy Evaluation of Bay t 7391 (lmidacloprid) 
I 0% Solution Applied Dermally for Control of Fleas on Cats" (Bayer Report 
No. 74581). 

The above referenced studies support the once~per~month use ofimidacloprid 

(Advantage®) to control fleas and, therefore, the once-per~month use ofimidacloprid in 
Advantage Plus® to control fleas. 

The currently accepted labels for Advantage® 10, 20, 55, and 100 for Dogs and the draft 
proposed labels for Advantage Plus® 10, 20, 55, and 100 for Dogs have a claim for water 
resistance of the product, larvicidal efficacy, and a 12~hour "speed of kill" claim. These 
claims are supported by Bayer studies previously submitted to, reviewed by, and accepted 
by the Agency for Bayer's currently registered products Advantage® 10, 20, 55, and 100 
for Dogs (EPA Reg. No. II 556- I 17, -119, -120, - I22). Specifically, these reports are: 

EPA MRID 44256903 entitled "Evaluation of the Effects of Shampooing or 

Water Immersion on the Initial and Residual Efficacy of Advantage® for Flea 
Control on Dogs" (Bayer Report No. 74792), 

EPA :MRID 44256902 entitled "lmidacloprid Topical Formulation: Larvicidal •••• 
Effect Against Ctenocephalidesfelis in the Surroundings ofTreatfd".t>qgs" CB9Yer 
Report No. 74828) and, : • : • 

• • 
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DATA COMPENSATION 
An appropriate data matrix listing all of the data necessary to support the registration of 

Advantage Plus0 10 (and also the other Advantage Plus0 products for dogs) is enclosed 
with this application. Please note, the enclosed data matrix cites only those data 
necessary for this registration. This registration application is for a product used only on 
dogs (classified as an indoor, non-food use); the data matrix does not cite any 
imidacloprid environmental fate, ecological effects nor residue chemistry data because 
these data are not necessary for this proposed registration. 

Generic Data 
With regard to imidacloprid, the Crop Protection group of Bayer Corporation's 
Agriculture Division is the basic registrant of imidacloprid therefore, the Animal Health 
group cannot claim Formulator's Exemption for the generic data requirements. 
Accordingly, enclosed is a copy of Letter of Authorization from the other group (EPA 
Company No. 3 I 25) of the Agriculture Division authorizing the use of the generic 
imidacloprid data by the Animal Health group (EPA Company No. 11556) of the 
Agriculture Division. These generic data are cited in the enclosed data matrix. 

With regard to pyriproxyfen, a completed Formulator's Exemption form (EPA Form 
8570~27) is enclosed with this application for Bayer to address compensation of 
pyriproxyfen generic data. Also, enclosed with this application is a Letter of 
Authorization from  

Product Specific Data 

All of the data necessary to support the registration of Advantage Plus® I 0 are data 
previously submitted by Bayer's Animal Health group (EPA Company No. 11556) or are 
enclosed with this application or were submitted by  Enclosed with this 
application is a Letter of Authorization from  All of these data are cited in the 
enclosed Data Matrix . 

As demonstrated in the enclosed, completed Certification With Respect to Citation of 
Data (EPA Form 8570~29), we are choosing the Selective Method of Support for 
pyriproxyfen efficacy data. Again, a Letter of Authorization from  

 to cite these data is enclosed. 

CHILD RESISTANT PACKAGING 

Certification that the packaging for Advantage Plus® 10 meets the child~resistant 
packaging standards in 40 CFR 157.32 is not necessary because Advantage Plus® 10 does 
not meet any of the toxicity criterion listed in 40 CFR 157.22 (a) for products requiring 
child resistant packaging. :••• 

• • •••• • ••• 
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Reason To Issue: Propose Registration Date: 04/07/00 

......... -----------------------------------------------------------------------·------~-~P-~~~~-~~-~=--~~t:-~----------· 

(Front Panel) 

Advantage Plus® I 0 

Topical Solution 

Once-A-Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98-100% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Immature Fleas from Developing into Biting, Breeding Adults 
• Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval, 

and Adult Stages 

Active Ingredients 

lmidacloprid; 1-[( 6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .......... . 

Inert Ingredients ................................................... . 

% 
By Weight 

9.10% 

0.46% 

90.44% 

Total . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . I 00.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

•••••• • • • • • • • • 
• •• ••• • • • • 

•••• • •••• 
• 

• • •••••• • 
. .. .. . 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact witb,~~s or clt>thirlg. 
Wash hands thoroughly with soap and warm water after handling. : : • 

••••• 
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Reason To Issue: Propose Registration Date: 04/07/00 

·····-----------·····-----···----------------------···························---------~-~P-~~~-~~~: __ !'!~!1.~ .......... . 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For conswner questions calll-800-255-6826. For medical emergencies 
call!-877-258-2280. 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically. 

EPA Est. 11556-DEU-1 
EPA Reg. No. 11556-XXX 

Four 0.4 mL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 
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Reason To Issue: Propose Registration Date: 04/07/00 

·--------------------------------------····························---····-------------~-~:p-~~~-~~-~;--~-~1}-~----------· 

(Back Panel) 

Advantage Plus® 10 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment for Dogs 
and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient, easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 
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Reason To Issue: Propose Registration Date: 04/07/00 

·--------------------------------------------------------------------------------------~~P-~~~~-~~-~=--~~~-~-----------

(Leaflet) 

Advantage Plus® 1 0 

Topical Solution 

Once~A~Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and 10 lbs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea Infestation on Dogs. 

Active Ingredients 

Imidacloprid; 1 ~[( 6~Chloro~3~pyridinyl) methyl]~N~nitro~2-imidazolidinimine 

% 
By Weight 

9.10% 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine........... 0.46% 

Inert Ingredients ........... , . , ................... , .. , . . . . . . . . . . . . . . . 90.44% 

Total........................................................... 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing. 
Wash hands thoroughly with soap and wann water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. • ••• • • ••• • • • ••• 

As with any product, consult your veterinarian before using this product c£n ck~ilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occw-.a:ller usiC.g.£N'Y 
pesticide product for pets. If signs persist, or become more severe, consult i,'-:,6terin<\rjan, 
immediate! y. If your animal is on medication, consult your veterinarian ~e usin!J tn.i.s.6r 
any other product. For consumer questions call 1-800-255~6826. For m~cJ~tV:Cmergenties 
call I -877-258-2280. • • ••• • 
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FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor inunediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

HOW TO APPLY 

1. Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package . 

• ••• • 
3. Hold applicator tube in an upright position. Pull cap off tube. • ••••• •••• 

• • • • • • • • • • • 
4. Turn the cap around and place other end of cap back on tube. • ••••• •• •• •• • • • • • .. .. • • • • 
5. Twist cap to break seal, then remove cap from tube. ••••• • .. 

• • • • • ••••• • ••• • • •••• 
•••• • • •••• 
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6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and Disposal. 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six 
( 6) weeks or longer depending upon the climatic conditions . 

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and lasting control of flea populations. 

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. 

Advantage Plus® remains efficacious following a shampoo treatment, swimming or a~ • 
exposure to rain or sunlight. : •• :·: •••• 

• • • • • • 
Monthly treatments are required for optimal control and prevention of fleas.: • ·: 

•• 

• • •••••• • 
• • • • • • 

If re-treatment becomes necessary earlier than four weeks, do not re-treat rri8fe than One:· . . ' 
weekly. ••••• 
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STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in 
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty 
container. Wrap container and put in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms 
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER 
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR 
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer 
Corporation is authorized to do so except in writing with a specific reference to this warranty. 
Any damages arising from a breach of this warranty shall be limited to direct damages and 
shall not include consequential commercial damages such as loss of profits or values, etc. 

EPAEst 11556-DEU-1 

EPA Reg. No. 11556-lGII3:JI'£.,:Z: 

Manufactured for Bayer Corporation 
Agriculture Division, Animal Health 

Shawnee Mission, Kansas 66201 U.S.A. 
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(Label on Individual Tube) 

Advantage Plus® 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.4 mL 

EPA Reg. No. 11556-XXX 

• CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 

• 
• ••• • •••••• •••• • • • • • • • • • • • •••••• •••••• • • • • • •• .. • • • • ••••• • .. 

• • • • • ••••• • ••• • • •••• 
•••• • • •••• 
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(Front Panel) 

Advantage Plus® I 0 

Topical Solution 

Once-A-Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98-100% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Immature Fleas from Developing into Biting, Breeding Adults 
• Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, LarvaL 

and Adult Stages 

% 
Active Ingredients By Weight 

Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine 9.10% 

Pyriproxyfen; 2-[l-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .. _........ 0.46% 

Inert Ingredients ............ , , , ....... _ ......... _ ....... _ .......... . 90.44% 

Total............................................................. lOO.OOo/o 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

•••••• • • • • • • • • 
•••••• • • • • .. 
•• • •• • • 

•••• • •••• 
• 

• • ... ~ .. 
• ... 
• • • ... 

• • • 
Hannful if swallowed. Causes moderate eye irritation. Avoid contact witli.·eyes or clQth.mg.. 
Wash hands thoroughly with soap and wann water after handling. • •• • 

•••• • • •••• 

x:moiU/labelspr/ Ad van Plus I 0-4pk. Doc Page 1 of8 

167 



• 

• 

1 

Reason To Issue: Propose Registration Date: 04/07/00 

. .-.................. ~ ........... -........................... '" ........................ ~~:p-~~~~-~~~-: .. ~ ~~-~ ..... -.... . 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For consumer questions call 1-800-255~6826. For medical emergencies 
call 1-877-258-2280. 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically. 

EPA Est. 11556-DEU-1 
EPA Reg. No. 11556-XXX 

Four 0.4 mL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 

x::moiij/labelspr/ AdvanPlus I 0-4pk. Doc Page 2 of8 

• ••• •• • • • • • • • • 
•••••• • • • • .. 
• • • • • • • • • ••••• 

•••• • •••• 
• 

• • •••••• • ... 
• • • ... 

• 
• ••• • • •••• .... 

• • •••• 

168 
··------------------------



~-----~~-----

• 
Reason To Issue: Propose Registration Date: 04/07/00 

······-------------------------------------------------·-···············--------·····--~~.p-~~~~-~~-~: __ !"!~~-~---········ 

• 

• 

(Back Panel) 

Advantage Plus® I 0 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment for Dogs 
and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Ki Us fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient, easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 

x:moiij/labelspr/AdvanPlus I 0-4pk. Doe Page 3 of8 

•••••• • • • • • • • • 
•••••• • • • • .. 
••• • • • • • • ••••• 

• ••• • •••• 
• 

... 
• • • ... 

• 
• ••• • • ..... 
•••• • • •••• 

169 

I 



• 

• 

Reason To Issue: Propose Registration Date: 04/07/00 

···-------------····----------··················--·------------------------------------~~P-~:~~-~~~:--~~~-C:: .......... . 

(Leaflet) 

Advantage Plus® 10 

Topical Solution 

Once-A-Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and 10 lbs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea Infestation on Dogs. 

% 
Active Ingredients By Weight 

Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyi]-N-nitro-2-imidazolidinimine 9.10% 

Pyriproxyfen; 2-(1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine ... ,....... 0.46% 

Inert Ingredients ..................... , . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total............................................................. 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Harmful if swallowed. Causes moderate eye irritation. A void contact with eyes or clothing. 
Wash hands thoroughly with soap and warm water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

•••••• • •• • • • • • 

•••• • •••• 
• 

• • •••••• • ••••• 
As with any product, consult your veterinarian before using this product on ~ebtlitatetl, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occ11r alter usi~ .A l.-r.y ... •• .II:> T}J.'r 

pesticide product for pets. If signs persist, or become more severe, consult <(veterinarian. 
immediately. If your animal is on medication, consult your veterinarian betOre using.th!:~~ 
any other product. For consumer questions call 1-800-255-6826. For medical emerg!!d~i"es 
call 1-877-258-2280. •"" • •••• 
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FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatie<illy . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

HOW TO APPLY 

l. Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package . 

3. Hold applicator tube in an upright position. Pull cap off tube. 

4. Tum the cap around and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 
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6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, Until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and Disposal. 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dennatitis (FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition, 

Advantage Plus® kills 98~100% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four (4) weeks. Pre~existing pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions . 

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and lasting control of flea populations. 

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. : •• • 

•• • •• • • ••• • • • 
Advantage Plus® remains efficacious following a shampoo treatment, swlmrhiig or fite"r. 
exposure to rain or sunlight. •·:··: :••••• 

• • • • •• • 
Monthly treatments are required for optimal control and prevention of fie~.: ••. 

• • ••••• 

• • • . .. 
• 

• ••• 
Ifre-treatment becomes necessary earlier than four weeks, do not re~treat more than ~g.~oo:. • 
weekly. • • •• • • •••• 
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STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in 
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty 
container. Wrap container and put in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms 
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER 
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR 
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer 
Corporation is authorized to do so except in writing with a specific reference to this warranty. 
Any damages arising from a breach of this warranty shall be limited to direct damages and 
shall not include consequential commercial damages such as loss of profits or values, etc. 

EPA Est. Il556-DEU-1 

EPA Reg. No. 11556-XXX 

Manufactured for Bayer Corporation 
Agriculture Division, Animal Health 

Shawnee Mission, Kansas 66201 U.S.A. 
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(Label on Individual Tube) 

Advantage Plus® 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.4 mL 

EPA Reg. No. 11556-XXX 

• CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 

• 
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(Front Panel) 

Advantage Plus® I 0 

Topical Solution 

Once-A-Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98-100% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Immature Fleas from Developing into Biting, Breeding Adults 
• Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval, 

and Adult Stages 

% 
Active Ingredients By Weight 

Imidacloprid; 1-[ (6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine 9 .I 0% 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine........... 0.46% 

Inert Ingredients ................................................... . 90.44% 

Total... . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements : • •: •: 
• • • • • 

•••• • •••• 
• 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

•••••• • • • • •• 
••••• • • 

• • •••••• • 
•• • • • • • •• 

• • • 
Harmful if swallowed. Causes moderate eye irritation. Avoid contact wirtf~~~s or cll.lfhigg. 
Wash hands thoroughly with soap and warm water after handling. • •••• • 

x:moiij/labelspr/ AdvanPius 1 0-4pk. Doc Page I of& 

•••• • • •••• 

175 



• 

• 

Reason To Issue: Propose Registration Date: 04/07/00 

·---------------------------------------------··---------------------------------------~~P-~~~~~-~:--~~~-~-------·--· 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For consumer questions call 1-800-255-6826. For medical emergencies 
call I -877-258-2280. 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically. 

EPA Est. 11556-DEU-1 
EPA Reg. No. 11556-XX.X 

Four 0.4 mL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

'Made in Germany 
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(Back Panel) 

Advantage Plus® I 0 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment for Dogs 
and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient, easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 
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(Leaflet) 

Advantage Plus® 10 

Topical Solution 

Once-A-Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and I 0 ibs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea Infestation on Dogs. 

Active Ingredients 

Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-:2-imidazolidinimine 

% 
By Weight 

9.10% 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine........... 0.46% 

Inert Ingredients.......... . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total............................................................. 100.00°/o 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Hannful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing. 
Wash hands thoroughly with soap and warm water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. •••••• • •• • • • • • 

• ••• • •••• 
• 

• • 
As with any product, consult your veterinarian before using this product o·n;ret:;.Iitat~;aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur <titer usiC.~.ANY 
pesticide product for pets. If signs persist, or become more severe, consuft ~ V~erimiria.V • 
immediately. If your animal is on medication, consult your veterinarian bt!ftl~ using thia.or 
any other product. For consumer questions calll-800-255-6826. For medical emer~es 
call I-877-258-2280. , "", 

•••• 
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FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

HOW TO APPLY 

1. Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package . 

3. Hold applicator tube in an upright position. Pull cap off tube. 

4. Turn the cap around and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 
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6. The dog should be standing for easy application. Part the hair on the dog's back. 
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and Disposal. 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage Plus® kills 98~ I 00% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions . 

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively 
breaking all flea life~cycle stages for quick and lasting control of flea populations. 

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. •• •• 

• •••••• • ••• 
Advantage Plus® remains efficacious following a shampoo treatment, sv(imfiliig or after 
exposure to rain or sunlight. •••••· : ••• :. 

• • • • • •• • • • 
Monthly treatments are required for optimal control and prevention offl~ ••• 

• • 
• • • • •• 

• • • •• •• • 
Ifre~treatrnent becomes necessary earlier than four weeks, do not re-treat more than l>ifc"<! • 

•••• 
weekly. •••• 
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STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in 
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty 
container. Wrap container and put in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms 
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER 
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR 
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer 
Corporation is authorized to do so except in writing with a specific reference to this warranty. 
Any damages arising from a breach of this warranty shall be limited to direct damages and 
shall not include consequential commercial damages such as loss of profits or values, etc. 

EPA Est. 11556-DEU-1 

EPA Reg. No. 11556-XXX 

Manufactured for Bayer Corporation 
Agriculture Division, Animal Health 

Shawnee Mission, Kansas 66201 U.S.A. 
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(Label on Individual Tube) 

Advantage Plus® 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.4 mL 

EPA Reg. No. 11556-XXX 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 
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(Front Panel) 

Advantage Plus® 1 0 

Topical Solution 

Once-A-Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98-100% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Immature Fleas from Developing into Biting, Breeding Adults 
• Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval, 

and Adult Stages 

Active Ingredients 

Imidacloprid; 1-[ ( 6-Chl oro-3 -pyridiny I) methyl]-N -nitro-2 -imidazoli dinim ine 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .......... . 

Inert Ingredients ................................................... . 

% 
By Weight 

9.10% 

0.46% 

90.44% 

Total . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . I OO.OOo/o 

KEEP OUT OF REACH OF CHILDREN 

CAUTION • ••• •• • • • • • • • • 
See Below First Aid and Precautionary Statements • •: • •: 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

• • •• 
••••• • • • • ••••• 

•••• • •••• 
• 

• • •••••• • 
• • • • • • • •• 

• 
• ••• • • •••• 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or c)J1ltrif'lg. 
Wash hands thoroughly with soap and warm water after handling. •••• 
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HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
inunediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For consumer questions call 1-800-255-6826. For medical emergencies 
call1-877-258-2280. 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

1f swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically. 

EPA Est. 11556-DEU-1 
EPA Reg. No. 11556-XX:X 

Four 0.4 mL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 
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(Back Panel) 

Advantage Plus® 10 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment for Dogs 
and Puppies 7 Weeks and Older'and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient, easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 
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(Leaflet) 

Advantage Plus® 10 

Topical Solution 

Once-A-Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and 10 lbs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea Infestation on Dogs. 

Active Ingredients 

Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine 

% 
By Weight 

9.10% 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine ........ , . . 0.46% 

Inert Ingredients . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44o/o 

Total.. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . lOO.OOo/o 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Harmful if swallowed. Causes moderate eye irritation. A void contact with eyes or clothing. 
Wash hands thoroughly with soap and warm water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

•••••• • • • • • • • • 
• • • • • • • • • • •• 

• ••• • • ••• 
• 

• • •••••• • 
•• • • • • 

As with any product, consult your veterinarian before using this product Ofi;J~i!itated, ~ged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occut'~fter usin&ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterina,m • 
immediately. If your animal is on medication, consult your veterinarian before using'\ht§ m 
any other product. For consumer questions call 1-800-255-6826. For medical emerieriCies 
call 1-877-258-2280. 
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FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

1. 

2 . 

3. 

4. 

5. 

HOW TO APPLY 

Use only on dogs. Do not use on other animals. 

Remove one applicator tube from the package. 

Hold applicator tube in an upright position. Pull cap off tube. 

Tum the cap around and place other end of cap back on tube. 

Twist cap to break seal, then remove cap from tube. 

x:moiij/!abe!spr/ AdvanP!us I 0-4pk. Doc Page 5 of8 
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6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and Disposal. 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions.-

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and lasting control of flea populations. 

• ••• 
Advantage Plus® kills adult fleas quickly, inhibits the development ofirrtlll6tw.Je fleaHfe . . . . . . 
stages and prevents them from reachmg the bttmg adult stage. : • : • 

• • •••••• • ••••• • • • Advantage Pius® remains efficacious following a shampoo treatment, switf®ibg or.Afie, 
exposure to rain or sunlight. • •••• : • •• • 

• • • • • ••• • • 
Monthly treatments are required for optimal control and prevention of fleas. • ••• • • •••• 

•••• 
Ifre-treatment becomes necessary earlier than four weeks, do not re-treat more than Oooo • 
weekly. 
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STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in 
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty 
container. Wrap container and put in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms 
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER 
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR 
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer 
Corporation is authorized to do so except in writing with a specific reference to this warranty. 
Any damages arising from a breach of this warranty shall be limited to direct damages and 
shall not include consequential commercial damages such as loss of profits or values, etc. 

EPA Est. 11556-DEU-1 

EPA Reg. No. I 1556-XXX 

Manufactured for Bayer Corporation 
Agriculture Division, Animal Health 

Shawnee Mission, Kansas 66201 U.S.A. 
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(Label on Individual Tube) 

Advantage Plus® 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.4 mL 

EPA Reg. No. 11556-XXX 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 
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(Front Panel) 

Advantage Plus® I 0 

Topical Solution 

Once-A-Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98-100% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Immature Fleas from Developing into Biting, Breeding Adults 
• Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval, 

and Adult Stages 

% 
Active Ingredients By Weight 

Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .......... . 

Inert Ingredients ................................................... . 

9.10% 

0.46% 

90.44% 

Total............................................................. !00.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

•••••• • • • • • • • • 
••• •• • • • • • 

•••• • • ••• 
• 

• • •••••• • 
• • •• • 

Hannful if swallowed. Causes moderate eye irritation. Avoid contact whb ~i!S or d-otbirtg. 
Wash hands thoroughly with soap and warm water after handling. •• ! .. : 
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HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For consumer questions call I -800-255-6826. For medical emergencies 
call 1-877-258-2280. 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water, 

To Physician: Treat the patient symptomatically. 

EPA Est. 11556-DEU-1 
EPA Reg. No. I I556-XXX 

Six 0.4 mL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 
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(Back Panel) 

Advantage Plus® I 0 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment for Dogs 
and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient, easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 
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(Leaflet) 

Advantage Plus® 10 

T apical Solution 

Once-A-Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and 10 lbs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea Infestation on Dogs. 

% 
Active Ingredients By Weight 

Imidacl opri d; l-[ ( 6-Chloro-3-pyridiny 1) me thy 1 ]-N~ nitro-2-imidazoli dinimine 9.10% 

Pyriproxyfen; 2-[l-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine........... 0.46% 

Inert Ingredients . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Hannful if swallowed. Causes moderate eye irritation. A void contact with eyes or clothing. 
Wash hands thoroughly with soap and warm water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. • ••• • • • •• • • • ••• 

As with any product, consult your veterinarian before using this product <ii ~lilitated, <!ged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occm-dtsr usiR.g.AJiY • • • 
pesticide product for pets. If signs persist, or become more severe, consult a.v.¢terin&dan. 
immediately. If your animal is on medication, consult your veterinarian ix£tx"e.using tfi)e.Or 
any other product. For consumer questions call 1~800-255-6826. For m~~·emergenties 
call l-877-258-2280. • "" • 

x:moiU/labelspr/AdvanP1us10·6pk. Doc Page 4 of8 

•••• 
•••• • • •••• 

194 



• 

• 

Reason To Issue: Propose Registration Date: 04/07/00 

····-----------------------------------------------------------------------------------~~P-~~~~~-~:--~~~-~-----------

FIRST AlD 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

HOW TO APPLY 

L Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package . 

3. Hold applicator tube in an upright position. Pull cap off tube. 

4. Tum the cap aroW1d and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 
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6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get th.is product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and Disposal. 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions . 

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and lasting control of flea populations. 

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. 

Advantage Plus® remains efficacious following a shampoo treatment, swimming or af}e1" • 
. unl"gh • ••••• • ••• exposure to ram or s 1 t. • • • 

• • • • • • 
Monthly treatments are required for optimal control and prevention of fleas; ••: 

• • 
• • •••••• • 

• • •• • • • • 
lfre-treatment becomes necessary earlier than four weeks, do not re-treat·more.than Onc'e" 

• • • weekly. •••• • •••• 
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STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage Qr disposal. 

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in 
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty 
container. Wrap container and put in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms 
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER 
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR 
IMPLIED WARRANTY OF FITNESS OR MERCHANT ABILITY, and no agent of Bayer 
Corporation is authorized to do so except in writing with a specific reference to this warranty. 
Any damages arising from a breach of this warranty shall be limited to direct damages and 
shall not include consequential commercial damages such as loss of profits or values, etc. 

EPA Est. 11556-DEU-1 

EPA Reg. No. 11556-X:X:X 

Manufactured for Bayer Corporation 
Agriculture Division, Animal Health 

Shawnee Mission, Kansas 66201 U.S.A 

x:moiij/labelspr/ AdvanPlus 1 0-6pk. Doc Page 7 of8 

•••••• • • • • • • • • 
• •• •• • • • • • .. 
• • • • • • • • • ••• • • 

• ••• • •••• 
• 

• • •••••• • .. • • • • • .. 
• 

• ••• • •••• 
•••• • • •••• 

197 
-------------------------------



• 

• 

Reason To Issue: Propose Registration Date: 04/07/00 

--------------------------------------------------------------------------------------~-~P-~:~~-~~-s_: __ ~-~':1-~----------· 

(Label on Individual Tube) 

Advantage Plus® 

9 .I 0% Imidacloprid 

0.46% Pyriproxyfen 

0.4 mL 

EPA Reg. No. 11556-XXX 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 
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(Front Panel) 

Advantage Plus® I 0 

Topical Solution 

Once-A-Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98-100% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Immature Fleas from Developing into Biting, Breeding Adults 
• Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval, 

and Adult Stages 

% 
Active Ingredients By Weight 

Imidacloprid; 1-[(6~Chloro-3-pyridinyl) methyl]-N-nitro~2-imidazolidinimine 

Pyriproxyfen; 2-[l-methyl-2~(4-phenoxyphenoxy)ethoxy] pyridine .......... . 

Inert Ingredients ................................................... . 

9.10% 

0.46% 

90.44% 

Total . . . . . . . . . . . . . . . . . . . . .. . . . . .. . . . . . . .. .. .. . .. . . . . . . . . . . . . . . . . . . I 00.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

• ••••• • • • • • • • • 
•••••• • • • • 

•••• • • ••• 
• 

• • •••••• • 
Harmful if swallowed. Causes moderate eye irritation. Avoid contact with ~)t;s or cfO~. 
Wash hands thoroughly with soap and warm water after handling. : : • 

••••• 
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HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For conswner questions call l-800-255-6826. For medical emergencies 
calll-877-258-2280. 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15~20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so ~y the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically. 

EPA Est. 11556-DEU-1 
EPA Reg. No. 11556-XXX 

Six 0.4 mL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 
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(Back Panel) 

Advantage Plus® 10 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment for Dogs 
and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient, easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 
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(Leaflet) 

Advantage Plus® 10 

Topical Solution 

Once-A-Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and I 0 lbs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea Infestation on Dogs. 

% 
Active Ingredients By Weight 

lmi daclopri d; I-[ ( 6-Chloro-3 -pyridiny I) methyl] -N-nitro-2-imidazolidinimine 9.10% 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine........... 0.46% 

Inert Ingredients . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total..... . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing. 
Wash hands thoroughly with soap and warm water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. • ••• • •••••• • ••• 

As with any product, consult your veterinarian before using this product~ debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occw;.aiiar usidsANY 
pesticide product for pets. If signs persist, or become more severe, consult .f y;i:eriruVian. 
immediately. If your animal is on medication, consult your veterinarian bcfg•~ using!tltii.dr 
any other product. For consumer questions call 1-800-255-6826. For me.s:lii:.f'J ~mergeneies 
call 1-877-258-2280. , "", 
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FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomaticaliy . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

HOW TO APPLY 

l. Use only on dogs. Do not use another animals. 

2. Remove one applicator tube from the package . 

• ••• 
3. Hold applicator tube in an upright position. Pull cap off tube. • •••••• • ••• • • • • • • • • • • • •••••• • ••••• • • • 4, Turn the cap around and place other end of cap back on tube. 

• • •• •• • • • • ••••• • • • • • 5. Twist cap to break seal, then remove cap from tube. 
• • • •• ••• • ••• • • •••• 

•••• • • •••• 
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6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and Disposal. 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage Plus® kills 98-IOO% of the existing fleas on pets within 12 hours. Reinfusting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four (4) weeks. Pre~existing pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions . 

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Plus® treated pet. Advantage Plus® provides multi~stage flea control effectively 
breaking all flea life~cycle stages for quick and lasting control of flea populations. 

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. 

Advantage Plus® remains efficacious following a shampoo treatment, swimming or aJ3:et• 
exposure to rain or sunlight. : ••: •: • •• • 

• • • • • • 
Monthly treatments are required for optimal control and prevention offle'aS: • •: 

• • 
• • •••••• • 

• • • • • • • • 
Ifre-treatment becomes necessary earlier than four weeks, do not re-treat•mor•Gothan OnCe • • • 
weekly. •• •• • •••• 
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STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in 
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty 
container. Wrap container and put in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms 
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER 
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR 
IMPLIED WARRANTY OF FITNESS OR MERCHANTABIUTY, and no agent of Bayer 
Corporation is authorized to do so except in writing with a specific reference to this warranty. 
Any damages arising from a breach of this warranty shall be limited to direct damages and 
shall not include consequential commercial damages such as loss of profits or values, etc. 

EPA Est. 11556-DEU-1 

EPA Reg. No. 11556-XXX 

Manufactured for Bayer Corporation 
Agriculture Division, Animal Health 

Shawnee Mission, Kansas 66201 U.S.A. 
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(Label on Individual Tube) 

Advantage Plus® 

9 .I 0% Imidacloprid 

OA6% Pyriproxyfen 

0.4 mL 

EPA Reg. No. !1556-X:XX 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 
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(Front Panel) 

Advantage Plus® 10 

Topical Solution 

Once~A~Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment ofFlea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98-100% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Immature Fleas from Developing into Biting, Breeding Adults 
• Provides 3~Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval, 

and Adult Stages 

% 
Active Ingredients By Weight 

Imidacloprid; 1-[( 6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine 

Pyriproxyfen; 2-[I-methyl-2-(4-phenoxyphenoxy)ethoxy} pyridine .......... . 

Inert Ingredients .................................... , .............. . 

9.10% 

0.46% 

90.44% 

Total.. . . . . . . . . .. . . . . . . . . . . . . . . . . . . . . . . .. . . . . .. . . . . . . . . . .. . . . . . . . . !00.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

•••••• • • • • • • • • 
•• ••• • • • • • 

•••• • •••• 
• 

• • •••••• • 
Harmful if swallowed. Causes moderate eye irritation. Avoid contact with e~~s or ctdthifig. 
Wash hands thoroughly with soap and wann water after handling. ••: ••: • :· 

••••• 
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HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For conswner questions call l-800-255-6826. For medical emergencies 
call1-877-258-2280. 

FIRST AID 

I fin eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically. 

EPA Est. 11556-DEU-1 
EPA Reg. No. 11556-X:XX 

Six 0.4 mL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 
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(Back Panel) 

Advantage Plus® I 0 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment fur Dogs 
and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient, easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 
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(Leaflet) 

Advantage Plus® 10 

Topical Solution 

Once-A-Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and 10 lbs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea Infestation on Dogs. 

% 
Active Ingredients By Weight 

Imidacloprid; I -[(6-Chloro-3-pyridinyl) methyl]-N•nitro-2-imidazolidinimine 9.10% 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine........ . . . 0.46% 

Inert Ingredients . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total............................................................. 100.00°/o 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing. 
Wash hands thoroughly with soap and wann water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

0 ••• 

• 
000000 •••• 

As with any product, consult your veterinarian before using this product oh dlbUitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occW; ilftey usiq& ,t\~Y 
pesticide product for pets. If signs persist, or become more severe, consult ctveterinatian 
immediately. If your animal is on medication, consult your veterinarian bf:f9t~ using!thi~j:,r 
any other product. For consumer questions call 1-800-255-6826. For medii:al l:mergenaies 

••••• call 1-877-258-2280. • •••• • 
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FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat·the patient symptomatically . 

DIRECTIONS FOR USE 

It is a violation of federal Law to use this product in a manner inconsistent with its labeling. 

HOW TO APPLY 

1. Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package . 

3. Hold applicator tube in an upright position. Pull cap off tube. 

4. Turn the cap around and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 
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6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and Disposal. 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four ( 4) weeks. Pre-existing pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions . 

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and lasting control of flea populations. 

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. 

Advantage Plus® remains efficacious following a shampoo treatment, swimming or afi~•· 
exposure to rain or sunlight. •••••• •• :. • • • • • • • • • 
Monthly treatments are required for optimal control and prevention of fleM: ••: • • •••••• • • • • • • • • 
If re-treatment becomes necessary earlier than four weeks, do not re-treatompre.than i>d'~ • 
weekly. ..: •• • • 

•••• • • 
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(Label on Individual Tube) 

Advantage Plus® 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.4 mL 

EPA Reg. No. !1556-XXX 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 
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(Front Panel) 

Advantage Plus® 10 

Topical Solution 

Once-A-Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98-100% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours. 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Inunature Fleas from Developing into Biting, Breeding Adults 
• Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg. Larval, 

and Adult Stages 

% 
Active Ingredients By Weight 

1midacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine 9.10% 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine........... 0.46% 

Inert Ingredients .............................. , , ................... . 90.44% 

Total . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

··~··· • • • • • • • • 
•••••• • • • • .. 

•••• • 
~··· 

• 
• • •••••• • ... 
• • • 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with•!)yes or cfothillg. 
Wash hands thoroughly with soap and warm water after handling. ••: • • • •••. 
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HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For consumer questions calll-800-255-6826. For medical emergencies 
call 1-877-258-2280. 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically. 

EPA Est. 11556-DEU-1 
EPA Reg. No. 11556-XXX 

Six 0.4 mL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 
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(Back Panel) 

Advantage Plus® I 0 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment for Dogs 
and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient, easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 

x:moiij/labelspr/ AdvanPius I 0-6pk. Doc Page 3 of8 

• ••• •• • • • • • • • • 
•••••• • • • • •• 
••••• • • • • ••••• 

• ••• • •• •• 
• 

• • •••••• • 
•• • • • • • • • 

• 
• ••• • • •••• 
•••• • • •••• 

216 



• 

• 

Reason To Issue: Propose Registration Date: 04/07/00 

·------------------------------------·-···---------------------------------------------~~p_::~~~:--~-~!1.: .......... . 

(Leaflet) 

Advantage Plus® IO 

Topical Solution 

Once-A-Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and 10 lbs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea Infestation on Dogs. 

Active Ingredients 

Imidacl opri d; 1-[ ( 6-Chloro-3 -pyridiny l) methyl]-N•nitro-2-imidazo lidinirnine 

% 
By Weight 

9.10% 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine.. . . . . . . . . . 0.46% 

Inert Ingredients . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total ............................................................. 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Hannful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing. 
Wash hands thoroughly with soap and wann water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. • ••••• • • • • • • 

• ••• • •••• 

As with any product, consult your veterinarian before using this product o~.~~~ilitatqi_..agtt,d, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur ~ft~ usi~~ ANY 
pesticide product for pets. If signs persist, or become more severe, consult~ treterin~ha'!\: • 

••••• • 
immediately. If your animal is on medication, consult your veterinarian bef<lre t~sing thii or 
any other product. For consumer questions call 1-800-255-6826. For meOiCar emerg~mere.:> 
calli-877-258-2280. •••• 
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FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

HOW TO APPLY 

1. Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package . 

3, Hold applicator tube in an upright position. Pull cap off tube. 

4, Tum the cap around and place other end of cap back on tube. 

5, Twist cap to break seal, then remove cap from tube. 
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6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and Disposal. 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four ( 4) weeks. Pre-existing pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions . 

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and lasting control of flea populations. 

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. 

• ••• 
Advantage Plus® remains efficacious following a shampoo treatment, swimoting or-akr 

• • • 
exposure to rain or sunlight. : • : • 

• • 
• • •••• • • 

Monthly treatments are required for optimal control and prevention of fleas': •• • ...... 
• • 

•••••• • 
•• • • • • • • • 

1fre-treatment becomes necessary earlier than four weeks, do not re-treat.IUlr~·than onc!e 
•••• weekly. • •••• • 
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STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in 
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty 
container. Wrap container and put in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms 
to the chemical description on the labeL BAYER CORPORATION MAKES NO OTHER 
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR 
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer 
Corporation is authorized to do so except in writing with a specific reference to this warranty. 
Any damages arising from a breach of this warranty shall be limited to direct damages and 
shall not include consequential commercial damages such as loss of profits or values, etc. 

EPA Est. 11556-DEU-1 

EPA Reg. No. I I 556-XXX 

Manufactured for Bayer Corporation 
Agriculture Division, Animal Health 

Shawnee Mission, Kansas 66201 U.S.A. 
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(Label on Individual Tube) 

Advantage Plus® 

9 .I 0% Imidacloprid 

0.46% Pyriproxyfen 

0.4 mL 

EPA Reg. No. I 1556-XXX 

• CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 

• 
• ••• • 

• ••• •• •••• 
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(Front Panel) 

Advantage Plus® I 0 

Topical Solution 

Once-A-Month Topical Flea Treatment For Dogs and 
Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations on Dogs 

• Available Only Through Licensed Practicing Veterinarians 
• Kills 98-100% of the Fleas on Dogs Within 12 Hours 
• Kills Reinfesting Fleas Within 2 Hours. 
• One Treatment Prevents Further Flea Infestation For At Least Four Weeks 
• Kills Adult Fleas, Eggs, and Larvae 
• Prevents Immature Fleas from Developing into Biting, Breeding Adults 
• Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval, 

and Adult Stages 

% 
Active Ingredients By Weight 

lmidacloprid; 1-[ ( 6-Chloro-3-pyridiny I) methyl]-N -nitro-2 -imidazol idinimine 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .......... . 

Inert Ingredients .... , ................................... _ .......... . 

9.10% 

0.46% 

90.44% 

Total............................................................. 100.00% 

KEEP OUT OF REACH OF Cl-llLDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

•••••• • • • • • • • • 
•• • ••• • • • • .. 

•••• • •••• 
• 

• • •••••• • ... 
• • • 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact witfi·~e~or cl~th{Iig. 
Wash hands thoroughly with soap and warm water after handling. •• •• • •••• 

• • •••• 

x:moiij/labelspr/AdvanPlus I 0-6pk. Doc Pagel of& 

•••• • • •••• 

222 



• 

• 

Reason To Issue: Propose Registration Date: 04/07/00 

··--------------------------------------------------------------·-··-····--------------~~P-~:~~-~-~:--~~~-~-----------

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe. consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For consumer questions calll-800-255-6826. For medical emergencies 
call I-877-258-2280. 

FIRST AID 

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes . 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically. 

EPA Est. 1 I556-DEU-1 
EPA Reg. No. I1556-XXX 

Six 0.4 rnL Tubes 

Manufactured For 

Bayer Corporation 
Agriculture Division 

Animal Health 
Shawnee Mission, Kansas 66201 USA 

Made in Gennany 
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(Back Panel) 

Advantage Plus® 10 

Topical Solution 
Fa~t 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Flea Treatment for Dogs 
and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available only through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
o Convenient, easy to apply 
• Kills adult fleas, eggs and larvae 

READ ENTIRE LABEL BEFORE EACH USE 
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(Leaflet) 

Advantage Plus® 10 

Topical Solution 

Once-A-Month Topical Flea Treatment for Dogs and 
Puppies 7 Weeks and Older and I 0 lbs and Under 

READ ENTIRE LABEL BEFORE USE 

For the Prevention and Treatment of Flea Infestation on Dogs. 

Active Ingredients 

Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N~nitro-2-imidazolidinimine 

% 
By Weight 

9.10% 

Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine.. . . . . . . . . . 0.46% 

Inert Ingredients . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . I 00.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Harmful if swallowed. Causes moderate eye irritation. A void contact with eyes or clothing. 
Wash hands thoroughly with soap and warm water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. •••••• • • • • • • 

• ••• • •••• 
• 

As with any product, consult your veterinarian before using this product o]t.~;~JlitatCfl.,.<v:~d, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur ;.tft¢" usitt~ ANY 
pesticide product for pets. If signs persist, or become more severe, consult a V~terin:W-1aq: • .. . .. -, 
immediately. If your animal is on medication, consult your veterinarian befOre 1tsing thii or 
any other product. For consumer questions call 1-800-255-6826. For meOi~af emeree:M~ 
call I -877-258-2280. "" 
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FIRST AID 

I fin eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice. 
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do 
so by the poison control center or doctor. Do not give anything to an unconscious person. 

If on skin: Wash with plenty of soap and water. 

To Physician: Treat the patient symptomatically . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

HOW TO APPLY 

1. Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package . 

3. Hold applicator tube in an upright position. Pull cap off tube. 

4. Turn the cap around and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 
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6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin 
and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth . 

7. Discard empty tube as described in Storage and DisposaL 

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dennatitis {FAD). Treatment of pets with Advantage Plus® 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions . 

Fleas, eggs and larvae in the pet's surroundings are killed following contact with an 
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and lasting control of flea populations. 

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. 

• ••• 
Advantage Plus® remains efficacious following a shampoo treatment, swinmiiog opoaA.er 
exposure to rain or sunlight. ! ! ! • 

• ••• •• 
Monthly treatments are required for optimal control and prevention of fleas~ ••: 

••••• • • 

• • •••••• • 
•• • • • • • • • 

Ifre-treatrnent becomes necessary earlier than four weeks, do not re-treatAJlv'e,han one~ 
•••• 

weekly. • •••. • 
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STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in 
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty 
container. Wrap container and put in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms 
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER 
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR 
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer 
Corporation is authorized to do so except in writing with a specific reference to this warranty. 
Any damages arising from a breach of this warranty shall be limited to direct damages and 
shall not include consequential commercial damages such as loss of profits or values, etc. 

EPA Est. 11556-DEU-1 

EPA Reg. No. 11556-XXX 

Manufactured for Bayer Corporation 
Agriculture Division, Animal Health 

Shawnee Mission, Kansas 66201 U.S.A. 
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(Label on Individual Tube) 

Advantage Plus® 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.4 mL 

EPA Reg. No. 1!556-XX:X 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 
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